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the tranquilliser pure and simple... 


**Melleril has fewer side-effects 
than any other of the phenothiazine compounds...” 


J. ment. Sci. (1960) 106, 732. 


**Melleril is a useful and relatively 
potent phenothiazine with an activity 
similar in the majority of instances 
to chlorpromazine. The main differences seem to be 
in the paucity of side-effects with Melleril, 
particularly the lack of extrapyramidal and liver complications.” Thioridezine hydrochloride 


10 mg. 25 mg. 50 mg. 100 mg 
Canad. med. Ass. J. (1959) 81, 549, Bottles of 50 and 250 tablets 


...in mental and emotional disturbance 
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Vasodilatation-skin and mu 


Although the blood supply to skin and muscle is under functionally separate 
control, Vasculit provides effective vasodilatation for both—an important 
advantage in the treatment of peripheral vascular diseases. 


VASCULIT’ 


1-(4-hydroxypheny!)-1-hydroxy-2-n-butylamino-ethane sulphate 


THE HAEMOKINETIC AGENT 


Dosage: 1-2 tablets, 3-5 times daily 


Manufactured and distributed in the U.K. by Pfizer Ltd., Sandwich, forC. H. BOEHRINGER SOHN, INGELHEIM am RHEIN 
Registered proprietors of the Trade Mark. 
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A GENERAL STIMULANT FOR 
THE CENTRAL NERVOUS SYSTEM 


For cases requiring a quick-acting general stimulant without increasing 
the patient's appetite, we consider Amphetone unique. It combines for 
the first time, Dexamphetamine Sulphate and Strychnine with Glycero- 
phosphates and members of the Vitamin B Group. The Dexampheta- 
mine provides the convalescent with an immediate feeling of w2l- 
being, this being followed by the well-known tonic effects of the other 
medicaments. Clinical reports have been excellent. 
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Sulnh 


p p B.P.C., 1/12 grain; Strychnine Hydrochloride 
B.P., 1/60 grain; Calcium Glycerophosphate B.P.C., 2 grains; Sodium 
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grain; Nicotinamide B.P., 1/4 grain; Riboflavin B.P., 1/60 grain; Syrup 
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Available in bottles containing 10, 20, 40, 80 fl. oz. ' 
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An Insurance Policy with my profession’s own Insurance Society. 
I’ve never regretted it 


They specialise in 
Non Cancellable With Profit 
SICKNESS AND ACCIDENT INSURANCE. 


LIFE ASSURANCE. 
PERSONAL PENSION POLICIES. 


When you are buyirg a car why not ask for details of the Hire Purchase Scheme of our subsidiary company 
— the Medical Sickness Finance Corporation of 7 Cavendish Square, London, W.1. Telephone Museum 9348. 


MEDICAL SICKNESS ANNUITY Write for particulars, mentioning this advertisement 


ld ASSURANCE 
eee 3 CAVENDISH SQUARE, LONDON, WI. 
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The greater your success in this world, 
the greater the burden for your exec- 
utor. The provisions that you make, 
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on the person who must carry them 
out, 

By putting your final affairs in the 
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PHOTOCOPYING 


from periodicals and books 


is the Contoura speciality 


TECHNIQUES 
edited by Ivor Smith, Ph.D., F.R.I.C. 


When the second edition of Chromatographic Techniques was 


Only Contoura has the translucent air-cushion to 
give perfect contact over curved pages—maximum 
flexibility with moderate cost e.g. Quarto £38, 
Foolscap £50, Double Foolscap £70 complete with 
automatic developer. Orthodox office machines also 
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editor also received numerous suggestions that a companion 
work on Electrophoresis would be valuable. As a result 
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CLINICAL BACTERIOLOGY 
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Second Edition 

‘The most valuable book for the clinical laboratory which 
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and L. J. RUBINSTEIN 
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A New Modern Medical Monograph— 
DIVERTICULITIS 


ative, the discussions brief and to the point. 


96 pages, /5 illustrations, 34s. 


Recent Books of Special Interest 


By Sarah M. Jordant, M.D. and Russell S. Boles, Jr., M.D. 


With particular emphasis on prophylactic measures, the authors have produced a clinically 
orientated, authoritative study of diverticulitis and diverticulosis. 


The illustrations are inform- 
Illustrating the pros and cons of surgical treatment, 


as well as medical regimen with good prognosis, this monograph provides a terse, easily under- 
stood and practical guide to the effective management of this condition. 
has met or is likely to meet this problem (and the incidence is statistically significant) will find 
DIVERTICULITIS both immediately useful and a working reference of lasting value. 


Any practitioner who 


A. S. Nadas, M.D. 


336 pages, 2/1 illustrations, 69s. 


HEART SOUNDS AND MURMURS 
A Clinical and Phonocardiographic Study 


By P. A. Ongley, M.D., Howard B. Sprague, M.D., M. D. Rappaport, and 


———nnnGRUNE & STRATTON, INC., 15/16 Queen St., Mayfair, London, W.C.1 


This new volume provides a penetrating and authoritative comparative study of techniques, 
their use and interpretation in the various disease of the heart, based on supplying the physician 
with a logical understanding of the mechanisms involved. 
cardiograms illustrating this comprehensive monograph present exact graphic registrations which 
serve as an important complement to the understanding of normal and irregular heart sounds. 
The years of experience and the prominence of the authors in this field provide the reader with a 
volume of “handbook” value—as an immediate, practical aid in day-to-day work—as well as a 
cogent supplement to standard books on Cardiology. 
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provides more complete relief 
in ANGINA PECTORIS 
because it contains RAUWILOID and PETN 


*Rauwiloid ’— | mg. alseroxylon fraction of 
Rauwolfia serpentina 


controls blood pressure by central action 


provides mild bradycardia to slow the racing 
pulse and prolong the diastole 


calms the tense, anxious patient and allays 
apprehension of impending attacks. 


PETN — 10mg. pentaerythrity! tetranitrate 


dilates the coronary and other blood 
vessels for over four hours per dose. 


*Pentoxylon’ maintains the balance between 
coronary supply and myocardial demand. 


‘Pentoxylon’ restores the confidence 
of the anginal patient 


DOSAGE One or two tablets 
four times daily 
MUST BE TAKEN BEFORE MEALS 


PACKS In bottles of 
25, 100 and 500 tablets 


* Rauwiloid* Pentoxylon’ are registered trade marks. 
Registered User : 


RIKER LABORATORIES LIMITED 
LOUGHBOROUGH ENGLAND 
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When the patient needs tron....... 
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In iron-deficiency anaemias, the problem of obtaining rapid absorption, 
maximum utilization and effective Hb. increase by oral medication 
without gastro-intestinal distress is readily resolved by the administration 


of Chelated Iron. 


Tablets 


Ferrous Aminoacetate 


Summary of Clinical Report 


“In a series of 115 patients treated with ferrous aminoacctosulphate (‘ plesmet’) the 
incidence of gastro-intestinal symptoms was 1.7°,. In v ew of its minimal toxicity and 
relatively low cost, it is suggested that this iron chelate preparation is a most effective 
preparation for the treatment of iron-deficiency anaemia by the oral route.” 


(PRACTITIONER, 1960, 184, 792.) 


Available as: 

Basic N.H.S. price. 
Tablets (containing 50 mg. Fe.) Packings of 100 2s. 8d. and 1,000 20s. od. 
Syrup (25 mg. Fe. per teaspoonful) Bottles of 2 oz. 2s. od. and 40 oz. 18s. od. 
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Trinuride helps the epileptic to lead a life fully 
active in every way, mentally as well as physically 
Trinuride is often more effective in controlling 
epileptic seizures—and is almost entirely free 
from the drowsiness so often caused by other 
forms of treatment, Indicated in all epileptic 
conditions, Trinuride is especially useful in cases 
of grand mal and temporal lobe epilepsy. When 
you prescribe Trinuride you know that your 
patients are not progressively sinking, year by 
year, into a state of meaningless lethargy. 


Trinuride is Phenylethylacetylurea 0.200 G 

together with optimum amounts of 
Diphenyl hydatoin 0.040 G 
Phenobarbitone 0.015 G 


Trinuride 


tablets in containers of 100 and 500 ( Dispensing pack) 


Bengue & Co Ltd 


Mount Pleasant Wembley Middlesex 
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provides continuing 
therapeutic control 
of oedema without 
physiological stress 


is avaliabte In tablets 
nyl)-3-hydrexydsoindo! ine 
100 mg in containers of 118, 100, 500 
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ST. ANDREW’S HOSPITAL 
FOR NERVOUS AND MENTAL DISORDERS 


NORTHAMPTON 


President— THE EARL SPENCER 
Medical Superintendent—THOMAS TENNENT, M.D., F.R.C.P., D.P.H., D.P.M. 


This Registered Hospital is situated in 130 acres of park and pleasure grounds. Patients both male and female, 4 
who are suffering from incipient mental disorders or who wish to prevent recurrent attacks of mental trouble, 
are received for treatment. Careful clinical, biochemical, bacteriological and pathological examinations. 
Private rooms with special nurses, male or female, in the hospital or in one of the numerous villas in the grounds 
of the various branches, can be provided. 


WANTAGE HOUSE 
This is a Reception Hospital in detached grounds with a separate entrance, to which patients can be admitted. 
It is equipped with all the apparatus for the complete investigation and treatment of mental and nervous disorders 
by the most modern methods: insulin treatment is available for suitable cases. It also contains laboratories for 


biochemical, bacteriological and pathological research. Psychotherapeutic treatment is employed when 
indicated. 


MOULTON PARK 
Two miles from the Main Hospital there are several villas situated in a park and farm of 600 acres. Milk, 
meat, fruit and vegetables are supplied to the hospital from the farm, gardens and orchards of Moulton Park. 
Occupational Therapy is a feature of this branch, and patients are given every facility for occupying themselves 
in farming, gardening and fruit growing. 


BRYN-Y-NEUADD HALL 

The seaside home of St. Andrew's Hospital is beautifully situated in a park of 330 acres, at Llanfairfechan, 
amidst the finest scenery in North Wales. On the north-west side of the estate a mile of sea-coast forms the 
boundary. Patients may visit this branch for a short seaside change or for longer periods. The hospital has its 
own private bathing house on the seashore. There is trout-fishing in the park. 


For terms and further particulars apply to the Medical Superintendent (TELEPHONE No. 34354 Nortb- 
ampton) who can be seen in London by appointment. 


RIDDOVYDRIN ELIXIR 


CONTAINING VITAMIN C 


A carefully compounded syrup of Drosera, methyl- 
ephedrine, glyceryl guaiacolate and chlorodyne 
provides a potent expectorant for all forms of 
cough associated with Asthma, Bronchitis and 
Influenza. 


Supplied in 3 oz. bottles only. 
Unfit for children under 14. 


Sole Manufacturers: 


RIDDELL PRODUCTS LIMITED 


RIDDELL HOUSE, 10-14 DUNBRIDGE STREET, LONDON, €E.2 
6 Telephone: SHOreditch 7254. Telegrams: Pneumostat, Beth, London ® 


BRANCH OFFICE: || Mansfield Chambers, St. Ann’s Square, Manchester 2 
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MACKIE TODD & Ce 
ESTABLISHED 1829 


16/- bottle + 8/6 half-bottle 
Also Magnums 32/- 


BY APPOINTMENT TO HER MAJESTY THE QUEEN, MA | 3 


SCOTCH WHISKY DISTILLERS, JOHN WALKER & SONS, LTD. 
yeas t extract 
contains 


Riboflavin (vitamin B,) | -5 mg. per oz. 
Niacin (nicotinic acid) 16-5 mg. per oz. 


in Restricted Diets 
In the dietary control of obesity, 
diabetes or other conditions a 
reduced intake of vitamins may 
lead to complications. Addition 
of Marmite to these restricted 
diets supplements their content 
of B vitamins and adds flavour 
to meals which are apt to 
be dull and uninteresting 


Johnnie Walker 


Born 1820 - still going strong 


MARMITE LIMITED 


35, SEETHING LANE, LONDON, €E.C.3 
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Favourite patient: favourite drink 


Mrs. M. The new mother, all joy and ribbons. And the 
favourite patient’s favourite drink, the one in the glass in her 
hand?—Lucozade of course. It helped a few months ago when 
she had morning sickness. It is helping now, as she emerges 
from the stress of labour but is not quite ready for that first 
full meal. Less than a quarter as sweet as sucrose, providing 
126 Calories in one glass, and putting them into the blood- 
stream quickly—those are the reasons why the doctor too 
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MORE POWER... 


SPECIFICALLY DIRECTED 


TRADE MARK BRAND 


PROPIONYL ERYTHROMYCIN ESTER LAURYL SULPHATE 
‘Ilosone’ is an important development in antibiotics. It is the lauryl 
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bacterial activity than any other antibiotic of the erythromycin group. 
‘Ilosone’ has a specific spectrum, and in normal dosage does not 
destroy the colon bacillus. It is supremely safe, causing neither serious 
toxic reactions nor allergic symptoms. In common bacterial diseases 
such as pneumonia, bronchitis, breast abscess, otitis media and many 
other infections, ‘Ilosone’ is eminently suitable for prescribing as a 
first choice oral antibiotic. 
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DISCUSSION ON CARCINOMA OF THE BREAST [Abridged] 


Dr. Frank E. Adair (New York City, U.S.A.): 


Experiences in Breast Cancer 

In this paper I shall consider the broad field of 
breast pathology, non-neoplastic lesions, infec- 
tions, and benign and malignant tumours, be- 
cause some of the most interesting problems in- 
volve the twilight zone between frank cancer and 
benign lesions. Every patient presenting herself 
with a breast lesion is a possible cancer case. My 
personal experience has been unusual in the large 
number of cases, and the length of time, and was 
obtained through my connexion with the start, 
development and growth of the Breast Service of 
the Memorial Hospital, New York, over nearly 
thirty-three years until January 1, 1960. It is based 
on 62,837 breast cases; 22,136 cancer cases; 
40,701 benign cases: 10,108 radical mastectomies ; 
15,849 local excisions: and 5,499 radical mast- 
ectomies performed personally during the past 
forty years. During the past year, | performed 
205 radical mastectomies and 454 local excisions. 

The chief value of a large experience is the 
development of ideas which are justified by num- 
bers. It is the small experience which makes us 
draw wrong conclusions. Furthermore, one has 
the opportunity of becoming familiar with the 
rarer cases. Although breast disease and pro- 
cedures are simple in comparison with many 
surgical problems, there are few things in medical 
practice about which the average clinician has less 
precise knowledge. 


Survival After Radical Mastectomy 


When Halsted performed his first radical 
mastectomy seventy years ago breast cancer was 
universally considered an incurable disease; he 
stated in 1894: “We rarely see a physician or 
surgeon who can testify to a single instance of 
positive cure of breast cancer.” Thirteen years 
later, in 1907, Halsted reported his Johns Hopkins 
material as 30-8°, for his five-year over-all cure 
rate. In those ‘days, the mortality from the 
radical operation was high and the material was 
much more advanced than it is to-day. 

Cure rates began to improve. Fifteen years 
ago, the Mayo Clinic (Harrington) reported a 
51:2% five-year salvage on their operable 
material; the Memorial Hospital (Adair) 54-4%; 
and Karolinska Hospital (Stockholm) 54-4°%. 
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By 1957, the Mayo Clinic (Berkson ef a/., 1957) 
reported a 64:2°, five-year over-all salvage by 
radical mastectomy. 

Anglem (1960) of Boston reported a 66°, five- 
year salvage. He and his colleagues have recently 
completed an interesting study (not yet published) 
of somewhat less than 300 cases. They showed 
that of the 26 patients who had radical mastec- 
tomies within a week of having noted the tumour, 
23 patients (92°,) survived five years or more, if 
they had an immediate radical mastectomy. Of 40 
patients who were operated on within a month, 
28 (70°) survived five years. Of those operated 
on within three months, 62°; had five-year 
survival. And of those within six months, a 47°, 
survival. Those over six months, 50°, survival. 
The breakdown of figures into such small groups 
is questionable statistically; however, it does 
reveal a trend. This study by Anglem is im- 
pressive as it eloquently and dramatically points 
out the importance of quick decision on diagnosis 
and operation, and, by inference, the importance 
of recent intensive education of the public on the 
signs of cancer. 

Each year in the United States there are 60,000 
new cases of breast cancer. Until fifteen years 
ago, the salvage of the operable material was 
approximately 55°,, or 33,000 cases. Latest 
reports now indicate that there is an increase in 
the salvage of approximately 9°, indicating that 
5,400 additional patients are now being salvaged 
per year (Table 1). 


Taste 
5-year 
salvage 
Author Year | per cent 


Halsted 1907 308 


a 
N 


Mayo Clinic (Harrington) 


Memorial Hospital (Adair) q 1945 54 "a 
Karolinska Hospital (Sweden) 
Mayo Clinic 1957 64.2 
Urban — | 


Urban (Super-radical) Mastectomy 

As a result of the brilliant studies made in 
London by Handley and Thackray (1949) on 
involvement of the internal mammary chain in 
breast cancer, an operation was immediately 
devised by my associate, Dr. Jerome Urban (1952) 
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which included the internal mammary chain as a 
part of en bloc radical mastectomy. It is some- 
times termed super-radical mastectomy. Beside 
the regular radical mastectomy, the costal 
cartilages, from costochondral junction to, and 
including, one centimetre of the edge of the 
sternum, and extending from the second to the 
fifth rib, inclusive, are included in one single flat 
chest-wall flap. The internal mammary lymph 
chain, together with the artery and vein, lie on the 
posterior surface of this portion of chest wall 
which is removed. This leaves a large window in 
the chest wall to be covered with a fascia lata 
graft. 

This procedure, added to an already time- 
consuming radical operation, is responsible for 
many comments of disapproval. In the hands of 
the unskilled it would conceivably add to morbid- 
ity and mortality. About ten years ago, I placed 
Dr. Urban in the position at Memorial Hospital of 
developing his procedure. This he has done. 
Today, Margottini of Rome, Urban of New York, 
and Dahl Iversen of Copenhagen have had the 
major experience with this technique and its 
variants. 

There have been several variations of the Urban 
operation, many of which are very satisfactory. 
Handley er a/. (1956) have one preserving the 
pectoralis major muscle. 

Urban now (April 1, 1960) tells me that he has 
performed 370 super-radical operations, with only 
two operative deaths—one due to a stroke, and the 
other to a perforated peptic ulcer. Of the 370 
patients, 160 have been operated on over five 
years ago. Of these 160 cases: 33% had involve- 
ment of internal mammary nodes, 55°% had in- 
volvement of axillary nodes, and 28° (44 cases) 
had both internal mammary and axillary involve- 
ment, of which 16 (36-3 %) have survived over five 
years. 

This is a remarkable achievement. Here are 
16 of the 44 patients having both internal mam- 
mary and axillary involvement, cured. Ten years 
ago, before the day of super-radical mastectomy, 
they would surely have been doomed. This 
demonstrates well that there are no limits in ex- 
tending the field of surgery. Who would have 
conceived, in the first place, that it would be 
possible to remove a large area of the chest wall 
and replace it successfully with a dense membrane 
—fascia lata? And, in the second place, that the 
result of such an operation would give the in- 
credible salvage of 1 out of 3 cases with involved 
internal mammary nodes. This achievement 
should make one question the statement by 
Haagensen that any patient having involvement 
of the internal mammary chain is not a fit patient 
for radical mastectomy. Such a patient may not 
be a proper candidate for a standard radical 
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mastectomy, but is a proper case for super- 
radical mastectomy. 

Super-radical mastectomy is making a substan- 
tial contribution to the treatment of our most 
common type of human cancer. It would not have 
been possible without marked advances in anes- 
thesia. Rather than apply this operation to every 
case of breast cancer, it is applied to only those with 
the primary in the medial half of the breast, near- 
est to the internal mammary chain; and also those 
with the primary in the nipple area, from which 
the lymphatic spread is in every direction. As 
the internal mammary nodes extend in width over 
rather a broad zone, a wide chest-wall flap must 
be removed, otherwise a node may remain. 
Therein lies the danger of trying to abbreviate 
this part of the procedure. 

One of the most impressive accomplishments of 
Urban’s experience is that of local recurrence in 
those cases of carcinoma originating in the medial 
half and central nipple area. By the complete 
removal of the internal mammary chain, the local 
recurrence caused by extension upward into the 
skin from the involved internal mammary chain 
is largely eliminated. His overall recurrence rate 
is only 8%; for comparison, another well- 
known report on radical mastectomy has 13%. 
“When you consider only medial and central 
lesions, our rate was 8-4°% and theirs 23°. Then, 
if we consider parasternal recurrence as the first 
sign of recurrent cancer, we had none in our 
group. It looks as if we have dropped our local 
recurrence rate to one-third of what might be 
anticipated with straight radical mastectomy, and 
we have increased our salvage by about 10° over 
what we might anticipate had the same material 
been treated by a straight radical with the cus- 
tomary post-operative X-ray therapy.” 


Developments in Pessimism 

It is not yet widely recognized that there is a 
definite trend in the improvement of results by 
surgical therapy. And there is also not sufficient 
comprehension by the medical profession of the 
importance of educating the public on cancer 
signs. Certain pessimistic trends have recently 
been developing, and are now beginning to reach 
serious dimensions; if pursued they will cost many 
lives. They are as follows: 

(1) Simple mastectomy and _ post-operative 
irradiation.—It could only have been due to dis- 
satisfaction in the end-results of radical mast- 
ectomy that led McWhirter to his conclusion that 
simple mastectomy, followed by X-ray therapy, 
was preferable. This left the way open for in- 
competent surgeons, who hesitated at big opera- 
tions, to choose the simple procedure. It also 
left behind axillary disease in practically half the 
patients (47-5 °%). We would be happy to embrace 
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this theory, if it works. It would so simplify our 
problems. However, my studies of the effective- 
ness of irradiation therapy in axillary disease have 
left me greatly disappointed. The crux of simple 
mastectomy and post-operative irradiation is 
whether irradiation can effectively destroy 
axillary disease. 

Microscopic studies of axillary disease following 
irradiation therapy show much of the disease to 
be viable. 

(2) Simple mastectomy alone.—In the U.S.A., 
perhaps the greatest exponent of simple mastec- 
tomy only is Dr. George Crile, Jr. His method is 
to perform simple mastectomy and then wait and, 
if the axilla subsequently becomes clinically in- 
volved, perform radical mastectomy. It is often 
impossible, clinically, to ascertain if there is 
axillary involvement. An axillary node may be 
large, but only hyperplastic; or a node may be 
involved but so small or so high in the axilla that 
it is not palpable. By this method of waiting I 
fear that the opportunity to save many lives may 
be lost. 


(3) “Showers” versus more orderly metastasis. 
—Some articles suggest that metastasis takes 
place by simultaneous “showers” of cancer cells 
to wide areas of lymph nodes. They infer that 
this is the reason for failure of cure. In most 
cases, the cancer cells float from the primary 
tumour in an orderly way, by the lymphatics to 
the perilymphatic spaces of the lower chain of 
axillary or internal mammary nodes. After the 
perilymphatic spaces are filled, the cancer cells 
fill the medulla of the lymph node, travelling from 
one node to the next, until they reach nodes about 
the falciform ligament and the supraclavicular 
space. The process is an orderly one, and does 
not involve all the axillary nodes simultaneously. 
This can be proven by a recent study of my last 
200 cases. It showed that of the 95 patients 
having axillary involvement, 89 (44-5 °,) had level 
I involved; 68 (34°,) level II involved; and 49 
(24:5°%) had involvement of level III. If metast- 
asis took place in “showers,” all three levels 
would be involved simultaneously and in equal 
percentage. 

(4) Vein wall invasion—There has recently 
appeared a re-emphasis on the frequency of cancer 
invasion of the vein wall, as another reason for 
lack of a high cure rate. It is true that multiple 
section studies of the primary tumour and 
surrounding areas at times demonstrate invasion 
of the vein wall. This could account for blood 
stream contamination by freely floating cancer 
cells. Willis (1952) stated that “neoplastic pene- 
tration into the venous blood stream is present in 
greater or less degree in at least 50°% of all fatal 
cases of malignant growth”. Dukes and Bussey 


Section of Surgery 


897 


(1958) stated that in a series of 197 cases of cancer 
of the bowel with venous invasion, 35-4°% sur- 
vived for five years. 

The fact that there are freely floating cancer 
cells does not at all signify that these cells will 
graft themselves on to other tissues and survive. 
Everything points to the non-survival of these 
cancer cells in the blood stream except in those 
advanced cases with a fatal outcome. Engell 
(1959) found that 51°, of those surviving five 
years Or more were originally reported as having 
circulating tumour cells at the time of operation 
and concluded that the finding of these cells has 
little importance, the cells having been destroyed 
in the blood stream. 

(5) Reports of small numbers of cases.—There 
have been several reports of end-results in treat- 
ment of breast cancer where few cases were 
treated. Deaton and Bradshaw (1951) reported 
30 cases treated by simple mastectomy and 54 
cases by radical mastectomy. Barnett (1959) 
reported 19 cases of simple and 74 of radical 
mastectomy. There are many other reports 
which are unsound statistically on account of 
small numbers. Recently, Smith and Meyer 
(1959) came to the incredible conclusion that 
“neither the five- nor ten-year survival rates were 
affected by the type of operation, the duration of 
the tumour, or the skill of the surgeon”. Their 
conclusion was reached by comparing the end- 
results of 11 cases treated by local excision only, 
84 cases treated by simple mastectomy, and 324 
cases treated by radical mastectomy. If their 
conclusions were correct, there would never be a 
reason for more than a local excision of the 
tumour. Historically, we know that seventy 
years ago, before radical mastectomy was devel- 
oped, surgical cure was not even a practical 
matter. To-day, the medical profession recog- 
nizes that cancer of the breast is one of the most 
curable of all cancers. 

(6) Down-grading of proper operation.—As a 
result of disappointment in the end-results of 
radical mastectomy coupled with “trick” statistical 
reports of good end-results by minimum surgical 
procedures, and misinterpretation of the sig- 
nificance of cancer cells floating in the blood 
stream, we are now going through a temporary 
and unfortunate phase. It seems to be a popular 
pastime to down-grade early diagnosis and early 
adequate treatment. This phase will eventually 
pass. 

Encouragement 


Never before have we had so much authoritative 
evidence that patients are coming earlier than 
previously. Those patients having axillary in- 
volvement are less in number than previously; 
axillary involvement at levels I, II, and IIT, repre- 
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sents a diminished percentage. The development 
of super-radical mastectomy has cut local 
recurrences to one-third. Finally, the cure rate 
is definitely higher than ten to fifteen years ago. 


Summary 


The super-radical mastectomy is discussed. It is 
used particularly in those cases involving the 
medial quadrants and the nipple area. Super- 
radical mastectomy has added approximately 
10°, to the over-all five-year salvage, as well as 
materially cutting down on chest wall recurrence. 
33°, of cases having involvement of the internal 
mammary chain have a five-year survival. 

Several reports have recently appeared of an 
unwarranted pessimistic character, indicating 
that no matter what procedure is carried out, 
simple or radical mastectomy, whether by men of 
recognized skill or not, whether metastasis is by 
widespread ‘“‘showers” or the more orderly and 
usual processes, the results are approximately the 
same—bad. 

In contrast to this pessimism is the evidence 
that the public is becoming more aware of cancer 
signs and coming earlier to the doctor; that there 
is less axillary involvement; and that the over-all 
results of radical surgery have been improving. 
In the United States, the 9°4 improvement of the 
past fifteen years should result in salvaging some 
5,400 lives per year. This may appear to be slow 
progress, but we have waited a long time for this 
encouragement. Halsted’s 1907 report of 30°, 
salvage has been doubled in fifty-two years and 
there is every reason to believe the improvement 
will continue—even though slowly. We should 
continue to emphasize education of the public on 
cancer signs, early diagnosis and immediate and 
adequate surgical treatment. Therein lie our 
chief hopes for improved results in breast cancer. 
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Professor D. W. Smithers (London): 


Some Complexities in the Treatment of Carcinoma 
of the Breast 

The success or failure of treatment of carcin- 
oma of the breast depends on a number of com- 
plicated reactions. Crude survival rates conceal 
many refinements of biological behaviour. What 
they chiefly reveal is that the result depends on the 
material treated (Fig. 1). 


70+ Proportion in Stages 1 & 2 
and unstaged 


Max 


Min. 
S-year survival rate 
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Min. 
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1946 


Fic. 1.—Royal Marsden Hospital: New patients 
with cancer of the breast 1937-1956. Crude survival 
rates at five and ten years for patients treated in each 
year related to the proportion in the early stages. 
Upper and lower limits to rates are shown on the 
alternative assumptions that untraced patients are 
regarded as alive or dead. 


When rigid treatment rules are applied to a 
highly varied group of patients with apparent 
early breast tumours, the survival rate may vary 
little between radical mastectomy and local mas- 
tectomy and irradiation. Local excision only of 
the tumour with irradiation has shown results no 
worse than some of those obtained with more 
radical operations (Baclesse ef al., 1960). My 
purpose is not to advocate any particular treat- 
ment, but merely to indicate a few of the con- 
cealed complexities. 

The benefits of surgery in suitable cases are so 
great that judgment is continually swayed in its 
favour and towards its extension to more radical 
procedures often in just those cases in which it 
cannot hope to succeed and is likely to do harm. 
Under these circumstances the overall result may 
be improved merely by adopting more conserv- 
ative surgery. If at the same time there is an 
improvement both in the radiotherapy and in the 
material presenting for treatment, it may appear 
as though a real advance has been made. In 
some centres where axillary dissection has been 
abandoned, perhaps what was wanted was merely 
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better judgment in choosing the right moments 
for radical operations 

In prescribing treatment we have to rely a good 
deal on the inaccuracies of clinical staging but 
fortunately this is to some extent correlated with 
histological grade. Survival following surgery 
depends more on the grade of malignancy of the 
tumour than on any other single factor such as 
early diagnosis or involvement of axillary nodes 
(Smithers, 1958). 

Failure following excision is not the same thing 
as not succeeding. The patient is generally made 
worse and may have been deprived of the benefits 
of an alternative treatment as well. Good 
surgery no longer tolerates high local recurrence 
rates in the way it accepted them in the past; it has 
now to consider much more carefully what 
responsibility it should take for the appearance of 
distant metastases. 

The evidence for the surgical promotion both 
of local overgrowth and of tumour dissemina- 
tion is overwhelming. Charles Ryall wrote an 
excellent account of the clinical evidence from my 
hospital in 1907. Many people, particularly the 
French, have been giving accounts of the experi- 
mental evidence since the work of Marie and 
Clunet in 1910. Roussy er al., (1935) discussed 
the part played by removal of implanted tumours 
in the production of metastases and maintained 
that extirpation of a tumour had not only a local 
effect but a distant one as well and that in some 
circumstances the removal of a tumour might 
favour the proliferation of other tumour cells 
remaining in the organism. Schatten (1958), 
using two tumours in mice implanted into a 
limb, performed amputations when the tumours 
were approximately 1:5 cm in size about 
twenty-one days after implant. He showed, 
with one tumour, that the frequency of metastasis 
was increased whether the normal leg or the 
tumour-bearing leg was amputated, and with the 
other that this only occurred when the tumour- 
bearing leg was removed. Even more striking, 
however, was the fact that removal of the leg 
bearing the implanted tumour enhanced the 
growth rate of metastases. There was little 
difference between groups sacrificed on the 
twenty-first or twenty-eighth day in the size of the 
lung metastases noted in two control series, one 
without any operation and one in which the 
normal leg had been amputated. In the groups 
in which the animals were sacrificed on the twenty- 
first and twenty-eighth day after amputation of 
the tumour-bearing limbs, however, larger metas- 
tases were found on the twenty-first day and 
larger still on the twenty-eighth day, showing 
that they were growing rapidly. 

Much further interesting work bearing on this 
issue has been done, for example by Fisher and 


Fisher (1959) who showed that both laparotomy 
and liver manipulation increased the number of 
metastases Occurring after the injection of tumour 
cells. There has been a series of most interesting 
observations of this kind emanating from Warren 
Cole’s department in the University of Illinois 
( Buinauskas e7 a/., 1958) an excellent account of 
which was reported recently in a Hunterian 
lecture at the Royal College of Surgeons by 
Griffiths (1969). There is a great deal of this kind 
of evidence accumulating at the present time. 


There is also evidence of other kinds, for 
example, the correlation between prognosis and 
lymph node reactivity, stressed to-day by Black 
and Speer (1960) but also reported a good many 
years ago, by Murphy in 1926 for example. In 
patients who survive more than five years the 
reactive patterns found in their lymph nodes seem 
to be predominantly similar to those seen in 
response to antigenic stimulation. These observ- 
ations raise many interesting questions as yet 
unanswered. Richard Stark has demonstrated 
the enhancing effect of surgical ablation of 
regional lymph nodes on homografts of skin and 
reported a case at the last homograft conference 
where a skin graft persisted four times as long on 
the arm of a woman following a radical mast- 
ectomy as did another graft on the opposite side 
(Stark, 1960). 


We seem more prepared to accept the fact that 
there are many complications associated with the 
actions of radiotherapy and of hormone therapy 
than we are to believe in the complex effects of 
surgery. There has in the past been a grand 
simplicity about the aims of surgery in the treat- 
ment of patients with neoplastic disease. We 
are now tending to remember once more that we 
are dealing with a difficult set of tumour-host 
relationships which we can easily disturb to the 
patient’s disadvantage (Table I). 


TABLE [—CONSIDERATIONS RELATING TO THE SURGICAL RISKS OF 
DISSEMINATION OF ANAP@LASTIC TUMOURS 


(1) Siznificance of post-operative increase in “tumour cells” 
in blood 

(2) Risks of enhancement of local tumour growth by trauma 

(3) Effects of primary tumour on growth of disseminated cells 

(4) Role of regional lymphatics in control of tumour growth. 


Radiotherapy, like surgery, can promote the 
development of distant metastases by a humoral 
effect, as Kaplan and his colleagues have shown 
(Kaplan and Murphy, 1949; von Essen and 
Kaplan, 1952), but it does not normally promote 
local overgrowth as surgery may do. In fact it 
supplies growth restraint even when it fails, not 
growth enhancement. It cannot be successful 
for patients with carcinoma of the breast in the 
regular way that surgery is under the best con- 
ditions. It is, however, much better than un- 
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successful surgery. It can also make successful 
surgery possible. It is becoming a greater not a 
lesser responsibility to decide to operate in a 
doubtfully operable case of breast carcinoma. 

Hormone therapy is the natural treatment for 
re-establishing control in those neoplastic dis- 
eases which affect hormone-controlled organs. 
It depends for success on finding tumour cells 
still competent to respond to a particular chemical 
influence. This competence depends on differ- 
entiation and tends to be lost during progression 
in anaplasia. Timing in the application of such 
treatment may therefore be of great importance. 
The study of spontaneous regression in breast 
tumours (Table II; Smithers, 1952) suggests that 
early treatment may at times produce regressions 
lasting many years. 


Taste oF SPONTANEOUS TUMOUR 
REGRESSION IN THE FEMALE BREAST 
Case Age of Period of 
No. patient observation 
$2 15 months 
3 years 
16 years 
9 weeks 
4 years 
7 years 


Author 
Habershon (1872) 
Gould (1897, 1899) 
Beatson (1901) 
Mackay (1907) 
Hodenpy! (1910) 
Lilienthal (1913) 
Scott (1935) 
Nohrman (1950) 
Smithers (1952) 
Smithers (1952) 
Smithers (1952) 


5 years 
2 years 
17 years 
14 years 


In summary, I think the following suggestions 
now demand careful consideration: 


(1) The level of discussion in the controversy 
about the relative merits of “radical mastectomy”, 
and “local mastectomy and radiotherapy” has 
been too low, and the figures presented in evidence 
too disconnected, for it to have been of any real 
benefit to us in deciding between them as generally 
applicable methods in early cases. 


(2) A simple statement such as “I do a radical 
mastectomy for all patients with breast cancer in 
Stages 1 and 2” no longer does real justice to a 
delicate matter of clinical judgment. 


(3) It does not matter how soon patients with 
Grade III tumours of the breast are operated on 
or how early they appear clinically; nearly all of 
them will be dead in two or three years. 


(4) In carcinoma of the breast post-operative 
irradiation to a part treated surgically is either 
unnecessary or a confession of failure in a patient 
who may have suffered already from the treat- 
ment regime selected. 


(5) Radiotherapy which fails to eradicate the 
disease usually helps, but surgery which fails 
generally makes matters worse. While surgery 
is more regularly successful than radiotherapy, 
especially with Grade I tumours, irradiation alone 
or in combination can achieve excellent results at 
times. The decisions to be taken in borderline 
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cases will continue to be fraught with difficulty so 
long as we have inadequate information about 
tumour grade. 


(6) We are dealing with a complicated tumour- 
host relationship in which such things as the 
presence, the size and the rate of growth of the 
primary, or the absence of the regional lymph 
nodes, may possibly be important influences on 
the development and rate of growth of blood- 
borne metastases. 


(7) For progress in the treatment of patients 
with carcinoma of the breast we need to develop 
methods of appraisal of the biological behaviour 
of each tumour in each patient. The application 
of rigid treatment rules under highly individual 
circumstances, based solely on our uncertain 
clinical judgment of the stage of advancement of 
the disease before us, should not really satisfy 
any of us much longer. 
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Mr. Hedley Atkins (London): 


Fallibility in Carcinoma of the Breast 

The following observations are based on a 
study of 3,000 cases of breast disease seen at the 
Breast Clinic at Guy’s Hospital since 1956. The 
theme of this discourse is the fallibility of clinical 
appraisal and of histological classification. Modi- 
fications in practice which derive from a recog- 
nition of this fallibility are suggested. 

First, in regard to diagnosis, it is unfortunately 
true that many years of experience and the most 
careful clinical examination cannot obviate error. 
In the last 69 cases confidently diagnosed as 
cancer, 6 turned out to be innocent; out of 33 
cases confidently diagnosed as innocent, one 
turned out to be malignant. In a further 47 
patients in whom the diagnosis was uncertain, the 
percentage of error in the putative diagnosis was 
even higher. Owing to the practice in this clinic 
of performing a preliminary excision of the lump 
before undertaking radical mastectomy, no 
patient suffered from this example of clinical 
ineptitude. About 25°, of patients have their 
lumps submitted to examination by frozen section 
technique before mastectomy is performed, and 
in a further 5 to 10°, the lump is examined with 
the naked eye. 

In the absence of facilities for frozen section of 
a doubtful lump, no anxiety need be entertained 
if there is a delay of many days while waiting for 
the paraffin embedded blocks to be examined. 
The five-year survival rate in 50 such patients in 
whom the interval between excision of the lump 
and definitive treatment varied between forty- 
eight hours and several weeks, with a modal 
interval of three to four days, was 86%. This five- 
year survival rate was the best of any category in 
the series. 

If there is difficulty in the clinical diagnosis of 
lumps in the breast, there is even greater difficulty 
in diagnosing the cause of a discharge from the 
nipple. If the duct from which the discharge is 
emanating can be identified, then the operation of 
microdochectomy should be performed. In 
certain other cases in older women a mastectomy 
should be performed. Just as is the diagnosis, so 
the clinical staging of breast cancer is open to 
error. The observer variation in deciding whether 
glands in the axilla are implicated is so consider- 
able as to make clinical staging nearly valueless. 
Even histological staging on the mastectomy speci- 
men is useless unless a uniform technique is used 
for examining these specimens. The five-year 
survival rate on Stage II cancers at the Breast 
Clinic is 59°%. This is about 20°% better than the 
usually published survivals from all over the 
world. The reason for this surprising discrep- 


ancy is not that our treatment is more successful, 
but that our staging is more meticulous and we 
employ a worker who spends a great deal of time 
in examining the glands in the axilla of mastec- 
tomy specimens. In this way our Stage II 
category consists of numbers of patients who, 
following a routine examination of the mast- 
ectomy specimen, would have been categorized as 
Stage I and would have appeared as Stage I cases 
in the statistics of other hospitals. 


A consideration of these sources of error 
suggests the following conclusions: 


(1) When there is the slightest doubt about the 
diagnosis, histological confirmation should be 
sought before proceeding to mastectomy. 


(2) A discharge from the nipple should be 
operated upon when the offending duct can be 
identified as well as in certain cases when identi- 
fication is not possible. 

(3) A comparison of results between different 
centres is fruitless. 


Mr. H. S. Shucksmith, Dr. G. M. Bonser, Dr. 
J. A. Dossett, Mr. W. R. Henderson, and 
Dr. J. W. Jull (Leeds): 


A Method of Selection of Patients with 
Advanced Breast Cancer for Hypophysectomy 
or Adrenalectomy: a Preliminary Report 


A method of selection of postmenopausal 
patients with advanced breast cancer for hypo- 


physectomy or adrenalectomy is under investiga-. 


tion in Leeds. Two criteria are applied: (1) The 
level of cestrogen excretion. (2) The histological 
appearance of the normal breast. 


(1) A response to adrenalectomy is predicted if 
the average total urinary excretion of the cestrogen 
metabolites—eestriol, cestrone and cestradiol—is 
in excess of 3 micrograms a day. No response 
is expected when the cestrogen excretion is less 
than 3 micrograms a day. 


(2) A biopsy is taken from the normal breast 
and assessed as stimulated or unstimulated 
according to the histological appearances. A 
stimulated breast has lobules of average develop- 
ment, as is shown in Fig. 1a. In Fig. 1B an un- 
stimulated breast is seen, where lobular involution 
is complete so that only ducts remain. A response 
to hypophysectomy is expected only if the normal 
breast tissue can be classified as stimulated. The 
details of these methods have been described by 
Jull et al. (1959). 


Four classes of patients are possible: cestrogen 
excretion high (>3yg) or low (<3yg), and the 
normal breast tissue either stimulated or un- 
stimulated (Table 1). 


> 
aa 
| 
Se 
rd 
: 
ote 


Fic. 1a.—Stimulated breast showing well-developed 
acinar lobules. 75. 


Fic. 1B.—Unstimulated atrophic breast showing 
ducts only. 


(Reproduced from Bonser ef a/., 1961, by kind permission.) 


SuGGestep SCHEME FOR ENDOCRINE ABLATION IN 
Breast CANCER 


Normal breast 


Tanie 
Cstrogen level Operation of choice 
Unstimulated | 
Stimulated 
Unstimulated 
Stimulated 


None 
Hypophysectomy 
Adrenalectomy 
Hypophysectomy 
(or adrenalectomy) 


Low 
Low 
High 
High 


In the first group, where the cestrogen level is 
low and the breast is unstimulated, patients have 
been submitted to adrenalectomy or hypophys- 
ectomy, although no response was expected by 
ourcriteria. This is, therefore, a negative control 
group. In the other three groups the operation 
of choice has been performed whenever possible. 
The results on 18 postmenopausal patients, 
evaluated so far, are shown in Table II. 


Taste — Response —POsTMENOPAUSAL WOMEN 
Correct 
prog- 


j 
nosis 


Response | Expected | Observed 


Adrenalectomy Remission 10 11/15 


7 
| No remission! 5 4 


Hypophysectomy | Remission | 2 33 
No remission) 1 


Total correct 14/18 78°... 


15 patients were subjected to adrenalectomy. 
In 10 of these a remission of malignant growth 
was expected and this was realized in 7. In 5 
patients a poor result was forecast and in 4 of 
these the progress of the disease appeared un- 
influenced by the operation. One patient im- 
proved in this latter group, contrary to our 
expectation. 

Only 3 patients were subjected to hypophys- 
ectomy. In 2, regression of the cancer was ex- 
pected and observed, while in one case a poor 
response was forecast and in fact no remission 
occurred. 


Thus, the expected result was obtained in 78°, 
of the patients. When selection is random, a 
positive result occurs in about 40°, of patients 
and there are no means of finding out those who 
will not respond. 

The same criteria may be applied to decide 
whether hypophysectomy will produce further 
improvement after adrenalectomy. Our few 
results are shown in Table III. 


AFTER ADRENALECTOMY 


Kesponse Expected | Ubserved | Correct 
| 


| 
Remission 4 3 | 4/5 
No remission 


Hypophysectomy 


A response to the operation was expected in 4 
patients and was observed in 3, while in a single 
case where a poor result was forecast the opera- 
tion gave no apparent benefit to the patient. 
Hypophysectomy applied at random after adren- 
alectomy gives a response rate of about 25°,. 


The present overall! successful prognosis rate of 
about 80°, using our criteria, is encouraging. 
100°, success cannot be expected because this 
method is based on the evaluation and removal 
of certain hormones which influence the breast, 
and there is always a proportion of tumours which 
are independent of these hormones. However, 
if the present success of prediction is maintained 
the method may find application in the selection 
of those patients expected to benefit from 
endocrine ablation. 
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The increasing proportion of older people 
in the population brings sociological and 


medical problems into sharp focus. 
The break-up of the family, loneliness 
and economic difficulties bring a feeling of 


futility and an apathy that leads to malnu- 
trition; to physical and mental breakdown. 
This sequence is all too familiar to 


general practitioners, watching its develop- 
onus ment but unable to do anything about it. 
But, aided by environmental and 
nutritional improvements, the number of 
older people leading an active life steadily 
increases. 


? O ars One such aid in maintaining health in 
the ‘ bonus’ 20 years is JUvEL—whose for- 


mula has been designed to meet the partic- 
ular needs of those who are growing old. 


‘The formula of ‘juve.’ has been designed in consider- 
ation of the known defects in the diets of many older 
patients. The vitamins chosen and the quantities given 
are related to needs as determined by dietary surveys and 
the known incidence of disease. 
fl-oz.in 
The Daily dose of | tablet contains — 
Vitamin A 
Vitamin D “ae §00 i.u. | 2,000 i.u. 
Vitamin B, om 10 m.g. 
Riboflavine im 10 m.g. 
Nicotinamide . P §Om.g. | 200 m.g. 
d-a-tocophery! acetate (Vitamin E) 10 m.g. 40 m.g. 
Vitamin C 50 m.g. | 200 m.g. 
in Packs of 100 and 500 tobiets. 


Further particulars of this new product from 


VITAMINS LIMITED 


UPPER MALL, LONDON, W.6 
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CELBENIN 


REGD. TRADE MARK 


effective against 
all resistant 


staphylococci 


BEECHAM RESEARCH LABOR ATORIES have pleasure in announcing Celbenin— 
the first non-toxic antibiotic effective against all resistant staphylococci. 


Celbenin is bactericidal to all strains of staphylococci 

irrespective of their resistance to penicillin or any other antibiotic. 
Clinical results show that the problem of resistant 

staphylococcal infection can be overcome with Celbenin. 

* effective against all resistant staphylococci 

* non-toxic 

* bactericidal in action 

x# no cross-resistance with other antibiotics 

* resistance unlikely to develop 

Celbenin is chemically : Sodium 6—(2,6—-dimethoxy benzamido)- 
penicillanate monohydrate. 

ADMINISTRATION 

Celbenin is given by intramuscular injection. 

AVAILABILITY 

Celbenin is presented as 1 gramme vials, in cartons of 5, 25 and 100. 


CELBENIN 


REGD. TRADE MARK 


DEVELOPED BY ale 


BEECHAM RESEARCH LABORATORIES LTD > 
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(continued from October Proceedings, p. 872) 


Multiple Familial Parathyroid Adenomata.— 
D. GREENBAUM, M.R.C.P. (for A. STUART 
Mason, M.D.). 


The patient was a married woman of 28 years 
who presented in October 1959 with nausea and 
vomiting, slight at first, but later severe and in- 
tractable. The only significant past history was 
secondary amenorrhoea since the age of 21 years. 
There were no other symptoms and no abnormal 
physical signs. Investigations revealed a normo- 
chromic anemia of 68°, hamoglobin, E.S.R. 61 
mm in one hour (Westergren) and a persistent 
hypokalemia (less than 3 mEq/l). A variety of 
further investigations were made but the diagnosis 
remained unknown. The vomiting continued 
and her physical state began to deteriorate. Ten 
weeks after admission a skin nodule was dis- 
covered on the left arm and biopsy revealed a 
deposit of calcium. The serum calcium and 
phosphorus were then estimated (for the first 
time) and found to be 16:8 and 2:2 mg% re- 
spectively. The phosphate excretion § index 
(Nordin and Fraser) was 0-68 (normal 0-12). 
The urine calcium excretion was normal (176 
mg/24 hours). 

It was noted that the urine specific gravities 
had not exceeded 1010 since admission (although 
there had been no thirst or polyuria) and the 
blood urea was now 59 mg °,, having been normal 
on admission. The only radiological evidence of 
hyperparathyroidism was minimal subperiosteal 
erosion of one terminal phalanx. A parathyroid 
adenoma (4 in. diameter) was removed from the 
right side of the neck on 14.1.60. Five days later 
the serum calcium was still elevated (16-2 mg%%) 
and the vomiting persisted. On 20.1.60 a second 
parathyroid adenoma (? in. diameter) was re- 
moved from the left side of the neck. The serum 
calcium began to fall immediately and three 
days later was 10-8 mg°®,. Vomiting stopped 
and the patient has since remained well, 
although she still has some impairment of renal 
function. 
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Investigations of her family revealed that her 
father had had a parathyroid adenoma removed 
at operation in 1951 and now had biochemical 
evidence of persisting hyperparathyroidism. 
X-ray of his sella turcica was normal and 
he had no hypoglycemia on fasting. An 
aunt had secondary amenorrheea and renal 
stones and had received irradiation for an 
alleged pituitary tumour in 1937. Recent 
examination revealed a normal pituitary fossa and 
normal serum calcium and phosphorus. A sister 
had had a bronchial adenoma of the carcinoid 
variety. Evidence of pituitary and pancreatic 
adenomata has been sought in the patient. Her 
pituitary fossa was slightly enlarged and her 
urinary gonadotrophin output below normal (24 
mouse units/24 hours after recovery from opera- 
tion). There was no hypoglycemia on fasting. 


Discussion.—The method of presentation and 
the possibility that this family exhibit the syn- 
drome of multiple endocrine adenomata 
(Underdahl e7 al., 1953) are of interest. In- 
tractable vomiting is an unusual but well- 
documented presentation of hyperparathyroidism 
and this patient is a reminder that hypercalcemia 
should be considered in any case of vomiting of 
obscure origin. Multiple parathyroid tumours 
are rare and when they occur, the possibility of 
multiple endocrine tumours should always be 
considered. The familial occurrence of this 
condition has been described by Moldawer ef ai., 
(1954) and its association with bronchial adenoma 
by Underdahl er al. (1953). The association of 
multiple parathyroid adenomata, amenorrhoea of 
possible pituitary origin, and a_ bronchial 
adenoma suggests that the present family is a 
further example of the syndrome of multiple 
endocrine adenomata. 
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The Constitutional Factor in Thyroid Disease! [Abridged] 


50 


By JoHN B. Stansury, M.D. 


It is a commonplace of clinical practice that 
patients with thyroid disease often have relatives 
who have also had thyroid disease. This is true 
not only for patients with Graves’ disease, but 
for those with nodular goitre, and frequently and 
inexplicably a patient with one of these conditions 
will describe the other among his relatives. An 
example of this appears in Fig. 1, which is the 
family tree of a young woman with the classic 
findings of Graves’ disease who numbered among 
her immediate kindred at least seven persons 
with thyroid disease. One of these had been 
operated on for Graves’ disease, and four others 
had required surgery for nontoxic enlargement of 
the gland. Familial relationships of this kind 
indicate a common genetic endowment, which is 
the constitutional factor in the disease. 


The biochemical genetics which rationalizes the 
constitutional factors of Graves’ disease and of 
nodular goitre has not yet been realized. There 
are, on the other hand, certain rare types of 
thyroid disease which clearly have a genetic 
origin and which have become of special interest 
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Fic. 1.—-The genetic chart of a young woman with 
classical Graves’ disease. Note that in the family 
there are patients with Graves’ disease, as well as 
those with nontoxic goitre. 


Boston, Mass. 


because some insight has been gained into the 
genetically determined biochemical abnormalities 
which lie at the root of each. Five and perhaps 
six distinct groups of these patients are now 
delineated. These patients are usually goitrous 
and hypothyroid, but some of their relatives, who 
are goitrous but otherwise normal, are now recog- 
nized as being heterozygous for the genetic lesion 
for which the patients are homozygous. Further, 
it is clear that in at least two types the clinical 
appearance of the disorder depends on the 
amount of iodide in the diet; the disturbance 
would never have come to clinical recognition 
except for the restriction of iodide supply. 


lodide Trapping Defect 

A genetically-conditioned defect in the earliest 
step in thyroid hormone synthesis is the most 
recently described type of hypothyroidism with 
goitre (Stanbury and Chapman, 1960). This 
disease has been described so far in a single 
patient, a 15-year-old boy with moderate enlarge- 
ment of his thyroid gland and clinical hypo- 
thyroidism. There were at least three consanguine 
marriages in his immediate forbears, and several 
members of his family, including his father, are 
known to be goitrous. The clinical impression of 
hypothyroidism was confirmed when the protein- 
bound iodine concentration of the serum proved 
to be 0-5 yg/100 ml, and his basal metabolic rate, 


When it was found that there was scarcely any 
accumulation of radioactive iodide in his thyroid, 
it was suspected that there might be defective 
trapping of iodide by the epithelial cells of the 
gland. Two types of evidence confirmed this 
hypothesis. It was found that the salivary glands 
and the gastric mucosa, which, like the thyroid, 
are derived from the primitive gut and which 
normally also concentrate iodide, were also 
unable to concentrate iodide. Unlike the normal, 
these structures were also unable to concentrate 
thiocyanate, a substance which competes for 


‘From the Department of Medicine, Harvard Medical School and Massachusetts General Hospital 


(Thyroid Unit), Boston, Mass. 


The studies reported herein have been supported variously by the U.S. 
Public Health Service, the American Cancer Society, and the U.S. Atomic Energy Commission. 
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iodide trapping sites in the normal thyroid gland. 
Furthermore, thyroid tissue slices obtained at 
biopsy were unable to concentrate iodide, and an 
analysis of these slices disclosed only minute 
amounts of iodide or of organically-bound iodine. 


It seemed reasonable to suppose that, if the only 
defect in the thyroid gland of this patient was an 
inability to trap iodide, raising the serum con- 
centration of iodide sufficiently high, would lead 
to enough iodide entering the gland by simple 
diffusion to compensate for the missing concen- 
trating mechanism. Accordingly, the patient 
was given a milligram of potassium iodide three 
times daily at the time of discharge from the 
hospital. Within six weeks the basal metabolic 
rate was +8°(, clinical evidence of hypothyroid- 
ism had disappeared and the goitre was barely 
palpable. 


The defect encountered in this patient is 
illustrated in Fig. 2. Inorganic iodide in the 


Kidney 

Fic. 2.—-A diagram to illustrate the iodide-trapping 
defect. Serum iodide enters the thyroid only by 
diffusion. Because the selective concentrating 
mechanism for iodide is missing the serum iodide is 
rapidly cleared from the body by the kidney. 


plasma perfusing the gland enters the follicles 
only by passive diffusion because the normal con- 
centrating mechanism is not functioning. Almost 
all of the available iodide is lost from the body by 
renal excretion. It is evident that this defect 
would not have come to attention if this patient 
had lived in an environment which provided him 
with a milligram or more of iodide daily. 


The father of the patient also had a goitre but 
the uptake of radioiodide by his thyroid and the 
capacity of his salivary glands to concentrate 
iodide were unimpaired even after administration 
of a large amount of stable iodide. Thus it was 
not possible to demonstrate limitation of iodide 
trapping as heterozygous expression of the defect. 


The lodide Organification Defect 


This group first came to attention in 1949 when 
a family was studied in which 4 out of 7 siblings 
were severely cretinous and had huge hyperplastic 
goitres (Stanbury and Hedge, 1950). When these 
patients were given a small amount of radioactive 
iodide it accumulated with unusual rapidity in the 
thyroid. After several hours a gram of potassium 
thiocyanate was given orally and there was an 
immediate and precipitous discharge of the radio- 
active iodide from the gland. Thiocyanate dis- 
places inorganic iodide, but not organically 
bound iodine from the thyroid. This finding was 
interpreted to mean that the glands of these 
patients were unable to convert iodide into 
organic combination with tyrosyl residues of the 
thyroglobulin (Fig. 3). This formulation was con- 
firmed when in later studies it was found that the 
rate at which iodide disappeared from the thyroid 
of these patients was governed by the rate of renal 
clearance of inorganic iodine and further, that the 


KIONEY 

Fic. 3.—A diagram illustrating the iodide organi- 
fication defect. An ample quantity of iodide is con- 
centrated in the thyroid gland but because the specific 
iodide peroxidase, the enzyme presumed to be 
necessary for the conversion of iodide to iodine, is 
missing, the trapped iodide can be discharged from the 
thyroid by thiocyanate and is excreted by the kidney. 
No organic compounds of iodine are produced by 
the gland. 


amount of organic iodine in surgical specimens of 
thyroid tissue from these patients was negligible. 
It was of genetic interest that the parents of the 
initial family in this group were first cousins and 
that there were several consanguine marriages 
among their forbears. Recently Haddad and 
Sidbury (1959) have found that tissue slices from 
the thyroid of a similar patient failed to form any 
organic iodine, and concluded that the normal 
iodide peroxidase is probably missing. 


A number of cases of what is clearly the same 
malady have now been described. In addition, 
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certain patients with goitre and deafness and with 
or without hypothyroidism have been grouped 
under the eponym, ‘“Pendred’s syndrome” 
(Trotter, 1960). This disease is apparently 
inherited as a dominant character with incom- 
plete penetrance, in contrast to the other diseases 
which are described here and which have an 
autosomal recessive pattern of inheritance. These 
patients are also thought to have a defect in 
organic binding of iodide because a fraction of 
the accumulated radioiodine is dischargeable 
with thiocyanate under the conditions which 
have been employed in the study of these patients. 
The discharge of iodide with thiocyanate or per- 
chlorate has generally been done within two hours 
or less of administration of the isotope, and the 
degree of discharge has been only moderate in 
most cases. There is at present no satisfactory 
answer to the question of whether such modest 
discharge of iodide so early after administration 
may simply be an inevitable and nonspecific 
result of glandular hyperplasia, with iodide 
organification being a rate limiting step. Indeed, 
recent studies by Dimitriadou ef al. (1960) 
indicate that in nodular thyroids there is often an 
increase in the amount of iodide and mono- 
iodotyrosine relative to the total amount of 
iodine in the gland. It cannot be said on 
present evidence that Pendred’s syndrome is a 
result of a specific block in the organification of 
iodide. One must also interpret with caution the 
recent finding of Floyd et al. (1960), who found 
that many patients with familial nodular goitre 
have thiocyanate dischargeable iodide in their 
thyroid glands. To be certain of the iodide 
organification defect one should show that there 
is dischargeable iodide even several hours after 
administration of 1], and that there is impaired 
synthesis of iodinated amino acids. 


lodotyrosyl Coupling Defect 

Two sisters with large goitres, hypothyroidism, 
and retarded mental and physical development 
first drew our attention to defective coupling of 
iodotyrosy! residues into hormonally active 
iodothyronines (Stanbury ef al., 1955). These 
patients were the outcome of at least three con- 
sanguine marriages. The uptake of radioiodide 
by the thyroid glands was extremely rapid and 
reached nearly 100°. When propylthiouracil 
was given to block re-utilization of iodide, a huge 
amount of iodine left the gland, but this was not 
hormonal iodine, since the patients were not 
hyperthyroid. This iodide appeared to be de- 
rived from a blocking by the drug of a much 
increased intrathyroidal recycling of iodide 
through iodotyrosyl residues. The abnormality 
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is shown diagrammatically in Fig. 4. Direct 
analysis of one of the glands removed surgically 
disclosed large amounts of iodotyrosyl residues 
and scarcely any iodothyronines. Thus, a block 
in the coupling of iodotyrosine into iodothyro- 
nine is a cause of impaired thyroid hormone 
synthesis. | Hypothyroidism and _ hyperplastic 
goitre are the inevitable results. 


PTU 
“Coupling Enzyme" — 
T3 
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Fic. 4.—A schematic representation of the iodo- 
tyrosyl coupling defect. There is hypertrophy of the 
internal recycling of iodide from the iodotyrosine 
residues to intrathyroidal iodide because of failure of 
the iodotyrosyl residues (MIT, DIT) to couple into 
iodothyronines (T;, T,). When propylthiouracil 
(PTU) is administered, the re-utilization of iodide in 
the internal cycle is blocked and iodide is lost from 
the body by renal excretion. 


The lodotyrosine Dehalogenase Defect 


Certain patients are hypothyroid and have 
hyperplastic goitres because they are unable to 
deiodinate mono- and di-iodotyrosine. This 
syndrome first came to attention during the study 
of a young man with life-long goitre and hypo- 
thyroidism who secreted mono- and di-iodotyro- 
sine into his blood and urine (Stanbury er al., 
1956; Choufoer ef a/., 1960). It was found that in 
contrast to normal subjects he could remove 
iodide from neither mono- nor di-iodotyrosine 
after intravenous administration of these amino 
acids. When tissue slices from his gland were 
incubated with di-iodotyrosine, no deiodination 
occurred, whereas normally thyroid tissue slices 
readily deiodinate these substances. 

Similar patients have been studied in several 
laboratories, most notably in that of McGirr 
(1960) in Glasgow. The nature of the defect 
appears in Fig. 5. The normal recycling of 
iodide through the iodotyrosyi residues does not 
occur because of the absence of the dehalogenat- 
ing enzyme. There is a spilling of mono- and 
di-iodotyrosine into the perfusing blood. Since 
the enzymatic defect is in other organs as well as 
the thyroid, mono- and di-iodotyrosine are not 
deiodinated in the peripheral tissues, and escape 
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Fic. 5.—In the deiodinase defect the normal internal 
cycling of iodide from the iodotyrosyl residues to 
intrathyroidal iodide fails to take place because the 
iodotyrosyl residues are not deiodinated. These are 
lost from the gland (dashed line) and excreted by the 
kidney. This constitutes an uncompensated decrease 
in net hormone synthesis, and a vicious cycle is 
instituted. 


into the urine (Fig. 5). The iodide is not recouped 
for re-utilization. This results in a diversion of 
iodide into the synthesis of hormonally inactive 
organic substances which are lost from the body. 
One might surmise that with enough iodide in 
the diet the defect would be less apparent, or not 
apparent at all. This experiment has actually been 
done by Choufoer (1960). When large amounts of 
iodide were given to one of these patients, the 
signs of hypothyroidism diminished, and the 
goitre disappeared. 


The Syndrome*of Butanol-insoluble Serum Iodine 
When normal serum is acidified to pH2 and 
extracted with N-butanol, nearly all of the iodine 
is found in the butanol fraction. A group of 
patients with hypothyroidism and goitre is now 
recognized whose serum is not completely 
extractable by butanol (DeGroot and Stanbury, 
1959) (Fig. 6). In these patients usually 60-70% 
of the serum iodine is butanol extractable, but 
there remains a fraction which is not extractable 
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Fic. 6.—Normally 95 % or more of the iodine of the 
serum is extracted by acid butanol. In the syndrome 
of butanol-insoluble serum iodine so large a fraction 
cannot be extracted into butanol. This butanol- 
insoluble component is degraded by crude pancreatin 
into iodo-amino acids. 
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but which can be hydrolysed by the usual proteo- 
lytic ferments to yield mono- and di-iodotyrosine 
and thyroxine. It appears that these patients are 
secreting into the blood an iodinated polypeptide 
which contains the usual iodinated amino acids 
of the thyroid gland. The nature of the abnormal 
component of the blood of these patients has been 
partly ascertained. It has the electrophoretic 
mobility of albumin, a low sedimentation con- 
stant and at least some of it finds its way into the 
urine where it may be hydrolysed to some of its 
component amino acids. We do not know why it 
is formed and why it is released into the peripheral 
blood. It could arise from aberrant synthesis of 
thyroglobulin or from aberrant degradation of 
thyroglobulin in the process of hormone mobiliza- 
tion. Recently a patient has been described who 
has this component as the exclusive inatediod 
substance in the peripheral blood (Chavarria et 
al., 1960). It has been detected also in the blood 
of a few patients with nodular goitre of long 
standing without hypothyroidism, and a similar 
component has been found in the blood of 
certain patients with cancer of the thyroid 
(Robbins ef al., 1955). 


Discussion 


It appears that within the syndrome of familial 
hypothyroidism and goitre, first described over 
sixty years ago by Osler (1897), there are at least 
five biochemically distinct diseases. The clinical 
similarity of the patients derives from the fact 
that each biochemically distinct abnormality 
retards or inhibits at a different stage the process 
of thyroid hormone formation. The result is 
compensatory hyperplasia of the gland and 
clinical evidence of inadequate thyroid hormone 
supply. In some of these conditions the inhibition 
of hormone synthesis is complete, in others it is 
only partial. In at least two of these diseases the 
enzymatic defect has been demonstrated in tissues 
other than the thyroid gland. In these cases the 
disease emerges as one of the thyroid only because 
of the dominant importance of the particular 
enzyme in the processes of hormone formation. 


At least two of these diseases illustrate the 
interaction of the genetic endowment with the 
environment in the production of disease. Both 
in the dehalogenase defect and in the iodide 
trapping defect a sufficient ingestion of iodide 
causes the manifestations of the disease to vanish. 
In order for the disease to appear not only is the 
specific constitution necessary but the environment 
must be appropriate as well. One suspects that 
iodide deficiency, so long recognized as the cause 
of endemic goitre, might in certain instances be 
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the result of a mild environmental deficiency of 
iodide playing upon a constitutional defect com- 
mon to the people of a particular area. 


There is accumulating evidence that definable 
constitutional defects may play a role in the 
origin of simple and nodular goitre. Thus many 
of the relatives of typical cases of the five types of 
familial goitre described here also have goitre 
without evidence of hypothyroidism, and in at 
least one type, the dehalogenase defect, the 
goitrous relatives were actually found to share 
partially in the dehalogenase defect and were 
presumably heterozygotes. With refinement in 
techniques for measuring specific enzymatic 
activity in vivo, as by load tests, it will be possible 
in the future to recognize many types of 
nodular goitre and to apply specific biochemical 
tests in diagnosis. 


Summary.—(1) Five and perhaps six bio- 
chemically distinct types of hypothyroidism with 
goitre are now recognized. Many of these 
patients have relatives who have what would 
customarily be called simple or nodular goitre. 
(2) The manifestations of disease in at least two 
of these types are abolished by administration of 
large doses of iodide. In this way is illustrated 
the interaction between constitution and environ- 
ment in the production of thyroid disease. 
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One-half pound of Metercal powder, the daily 900-calorie 
feeding, provides 70 grams of high-grade protein plus 
vitamins and minerals to meet or exceed all established 
minimum daily requirements. Metercal itself is the diet— 
the complete diet. 


impressive clinical results 


in uncomplicated overweight: In a twelve-day study of 
100 patients' on the Metercal 900-calorie programme, 
the average total weight loss per subject was 6} pounds 
(over } pound a day). In another study,” patients on the 
900-calorie Metercal programme for two to thirty weeks 
showed a weight loss per patient of 3 to 5 pounds weekly 
during the initial weeks and 2 to 2} pounds per patient 
per week thereafter. 

in overweight complicated by illness: In a study of 42 
overweight patients,* some with serious medical disorders 
such as arthritis, cardiovascular disease, diabetes mellitus 
and gout, the 900-calorie daily Metercal programme 
provided an average total weight loss of 6.3 pounds per 
patient during the first week. The investigator encoun- 
tered no significant complications in the management of 
these patients. 


excellent patient co-operation 


All investigators'* commented on excellent patient 
co-operation. This was attributed to the effective loss of 
weight, the satiety produced by Metercal which satisfied 
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hunger in a majority of patients, its simplicity in use—no 
calorie counting or menu planning required—and its 
palatability. No appetite depressants were required. 


flexibility in use 


When more than 900 calories are permitted, either the 
daily allotment of } pound of Metercal may be increased 
or it may be used in conjunction with low-calorie foods. 
Metercal may also be used for one or two meals a day 
or as the total diet two or three days a week. 


easy to use 


All patients do to make a full day’s supply of Metercal 
beverage is mix } pound of Metercal powder with a 
quart of water. Or they may make a glassful at a time. 
For variety, Metercal is available in several delicious 
flavours. 

A special booklet for patient instruction—Metercal 
Weight-Control Guide—is available on request. 


References 


1. Antos, R. J. (1959) Southwestern Med. 40, 695-697. 

2. Tullis, I. F. Initial Experience with 9 Simple Weight Control 
Formula. To be published. 

3. Roberts, H. J. Effective Long-Term Weight-Reduction—A 
Therapeutic Break-through. To be published. 


Mead Johnson 
Symbol of service in medicine 
MEAD JOHNSON LIMITED, LONOON W1 


XXI 
Le 
as 
. 4 
J 
e 
Ak 
4 i _ 
ig 


A SAFE AND EFFECTIVE 
MAO INHIBITOR 


From “‘Bedlam"’ by Hogarth 


a new advance in the 
treatment of depression 


@ Nardil is a new kind of anti-depressant 
which acts selectively on the brain. 


® Nardil acts rapidly, improvement is seen 
within the first week and often in the 
first few days. 


@ Nardil is safe— toxic effects on blood or 
liver are extremely rare. 


@ Nardil has a simple and convenient dosage 
schedule (one tablet three times a day) 
which helps patient co-operation. 


@ Nardil is economical in use. Basic N.H.S. cost only 4/11 (excl. p.t.) for 25 tablets. 


Nardil is available in bottles of 100 and 500 sugar-coated tablets each containing 15 mg. phenelzine. 


NARDIL 


BRAND OF PHENELZINE 


Full technical information may be obtained from 


WILLIAM R. WARNER & CO. LTD., EASTLEIGH, HAMPSHIRE 


NAR 445 


Sectional 
page 17 


Meeting 
May 6, 1960 


Dysphagia in Adults (Non-malignant) 


Proceedings of the Royal Society of Medicine Vol. 53 


909 


Section of Laryngology 


President—My tes L. Formsy, F.R.C.S. 


The Role of Spasm in Csophageal Disease 
By H. D. Brown Ke ty, M.D. 


SpasM affects the cesophagus in many different 
forms, presenting varied and interesting problems 
to the cesophagoscopist. In this paper several 
types of dysphagia due to spasm or to nervous 
inco-ordination are described, together with 
illustrative cases and suggestions for treatment. 


Spasm at the Upper End of the Esophagus 

Morell Mackenzie (1884) makes some interest- 
ing observations on the history of this condition. 
He tells us that Hippocrates is credited with 
having referred to it, as indeed he seems to have 
referred to most things in medicine, but in this 
case in a somewhat casual manner. In 1707, 
Van Helmont described a difficulty in swallowing 
that sometimes occurred in hysterical women. 
He was under the curious impression that the 
symptom was due to an actual rising of the 
womb into the throat, thus causing temporary 
obliteration of the cesophageal canal. 

Hamburger (1871) maintained that the well- 
known symptom of “globus hystericus” was due 
to a wave of spasm affecting successive segments 
of the gullet from below upwards. If a patient 
be examined with the stethoscope at the moment 
she experiences the sensation of a ball rising in 
the throat, a sudden contraction of the gullet and 
the ascent of a bubble of air will be heard. When 
we read some of these old textbooks, it is interest- 
ing to note the way in which auscultation was 
employed, often with considerable accuracy in 
the diagnosis of cesophageal disease before the 
availability of X-rays or endoscopy. 

Turning to more modern times, Dan McKenzie 
in 1918 reported two cases of pronounced “‘post- 
cricoid spasmodic stricture’, and in 1919 
Paterson and Brown Kelly published their papers 
on spasm at the entrance to the csophagus 
associated with anemia, glossitis, and fissures at 
the angles of the mouth. 

When we examine these patients, a web or tense 
band is sometimes seen, which gives way before 
the advancing cesophagoscope. Occasionally, 
however, despite the utmost care, it is difficult to 
determine whether the sudden advance of the 


NOVEMBER 


Glasgow 


tube through the postcricoid region is due to 
the rupture of such a band, or to the sudden 
yielding of spasm. Slight bleeding may attend the 
rupture of a web. 

That there can be a true and very severe spasm 
in this region is confirmed by intraluminal pres- 
sure measurements. These indicate that during 
swallowing in this type of case, the intra- 
pharyngeal pressure is extremely high. The 
upper end of the cesophagus is seen to go into 
spasm, a recording tube in this area showing a 
tight contraction, much higher than normal. The 
high pressure in the pharynx is caused by the 
forcible contraction of the constrictor muscles in 
an effort to overcome the obstruction lower down. 

X-ray pictures of upper-end spasm (Fig. 1) 
show how the pharynx has dilated with the 
pressure built up in an effort to overcome the 
obstruction. No wonder the pharyngeal muscles 
become exhausted and, after a hard day’s work, 


Fic. 1—Spasm at upper end, with dilatation of pharynx. 
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a patient may have to rest for an hour before he 
can get a meal down. This particular case is 
unusual in that the patient suffered from myx- 
cedema. Spasm of the gullet can occur in this 
disorder and peri-cesophageal thickening is also 
found, although not present in this case. 

Even normal contractions of the upper sphinc- 
ter may be perceptible to abnormally sensitive 
individuals and give rise to considerable dis- 
comfort—a condition described by Negus (1938) 
as painful contraction of the cricopharyngeus. 

In some rare instances, upper-end spasm be- 
comes a permanent disability. Two forms of 
this are recorded by Montandon (1948), who has 
devoted much work to the subject. The first is 
a neuromuscular type with nerve lesions in the 
ganglionic plexus. The intermittent contractions 
become progressively stronger and more frequent, 
ending with a permanent closure. The second 
type is a diffuse myositis and fibrosis of the 
muscle, which eventually becomes replaced by a 
fibrous ring, resulting in severe dysphagia. The 
mucosa, at first inflamed, later becomes atrophic 
and liable to malignant degeneration. 

There is a form of upper-end dysphagia en- 
countered in elderly people with cervical spondy- 
losis. The fifth and sixth cervical vertebre are 
those usually affected and the protruding osteo- 
phytes cause an irritation of the pharynx with a 
tendency to spasm of the inferior constrictors and 
of the cricopharyngeus. This is accompanied by 
the sensation of a foreign body or lump in the 
throat, and difficulty in swallowing unless food is 
taken very slowly and masticated well (Fig. 2). 


Fic. 2.—Cervical spondylosis with swelling 
retro-cesophageal tissue. 
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Later, swelling of the retropharyngeal tissues 
due to serous exudation occurs, and in long- 
standing cases chronic inflammation and fibrosis 
around the upper end of the gullet gives rise to 
constant dysphagia. Treatment consists in a 
cervical supporting collar, attention to diet, and 
in some instances cortisone. Many of these 
patients fear cancer, and must be reassured. 

An elderly relative of mine suffered from this 
trouble and it was quite distressing to observe the 
choking and dysphagia, especially when she tried 
to eat in a public restaurant. 

Spasm of the Thoracic GEsophagus 

Although it is not possible in every case to 
establish the cause of cesophageal spasm, there is 
always some upset of the intrinsic neuromuscular 
mechanism, or of the sympathetic nervous 
system, as a whole. This is perhaps more often 
seen in spasm of the thoracic segment, where the 
initiating lesion may be a small erosion, an area 
of esophagitis or a tumour within the viscus. 
Spasm can also be secondary to disease in other 
organs, as illustrated by a case of coronary 
disease (Fig. 3): the patient, aged 62, suffered 
from repeated anginal attacks and occasional 
dysphagia. In view of his precarious cardiac 
state, it was fortunate that the dysphagia was not 
severe enough to demand cesophagoscopy. 

The obstruction due to various forms of 
stenosis such as hiatal hernia with fibrosis, or 
cicatricial narrowing, can be greatly aggravated 
by superadded spasm, and most csophago- 
scopists will have noticed that, in several patients 


Fic. 3.—Spasm of cesophagus in coronary disease. 


Fic. 4.—Hiatal hernia, fibrosis and spasm. 
with organic stenosis, the severity of the dys- 
phagia was far worse than the degree of actual 
obstruction warranted. 

Fig. 4 illustrates a typical hiatal hernia in a 
woman of 65, who gave a long history of indiges- 


tion, heartburn and regurgitation. Dysphagia 
had been present for a year and rapidly increased 
in severity until it became complete, even for 
fluids. CEsophagoscopy showed a pinhole sten- 
Osis at 28 cm from the upper teeth. (Esophagitis 
was pronounced, and several erosions were 
present. Much time was spent in trying to 
insinuate a bougie into the stomach, but even the 
finest filiform instrument would not pass. A 
gastrostomy was performed, but two weeks later 
the patient died from pneumonia. Post-mortem 
examination confirmed the stenosis and ulcera- 
tion, but the obstruction to the lumen was by no 
means complete, it being possible to pass a sound 
through the cardia fairly easily. During life there 
must have been severe additional spasm of suffici- 
ent intensity to cause complete obstruction. 

In another similar case where direct vision 
bouginage with the finest instrument proved im- 
possible, a Ryle’s tube was passed into the 
cesophagus as far as the stricture and left in 
position. Twenty-four hours later it was found 
that the tube had passed into the stomach, having 
negotiated the stricture by the constant, gentle 
pressure of its weighted end—an end which con- 
siderably exceeded in diameter that of the bougie 
which would not pass. 

This type of case suggested that we might try 
the effect of muscle-relaxant drugs or spasmo- 
lytics on cases of stenosis aggravated by spasm. 
A degree of success was obtained. 
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Achalasia or Cardiospasm 


It is said that the earliest clinical description of 
this disease dates back to 1679, when Thomas 
Willis treated a patient by means of a whalebone 
rod with a sponge at the end. This instrument 
was used for pushing down the food after eating. 
The theory of spasm at the lower end of the gullet 
was put forward by Mikulicz in 1904, but it is 
interesting to note that sixteen years earlier 
Einhorn (1888) had suggested that there was an 
inhibition of contraction of the longitudinal 
muscle coat. The term “achalasia” was origin- 
ated by Hurst. 

There is no doubt that in some patients a 
severe emotional shock can be responsible for the 
onset of this disease. One of the first patients | 
encountered was a woman, aged 30, who saw her 
child fall on to some spiked railings. From that 
day she suffered from increasing dysphagia and, 
when first seen, some six months after onset, had 
a typical achalasia with dilated cesophagus. 

The strain of the war years and immediate post- 
war period in Germany is held responsible for 
the recently increased numbers of patients there 
suffering from achalasia. In the surgical depart- 
ment of Bonn University 2:5 times as many 
patients were treated for this complaint during 
the last thirteen years, as during the twenty-one 
years preceding the Second World War (Imdahl, 
1958). 

Many patients with this trouble are of a rather 
depressed, humourless and morose disposition, 
and it has been suggested that such types are 
liable to achalasia which may have a psycho- 
pathological origin. It is more likely that their 
enforced solitary and often peculiar eating habits 
make them withdrawn and remote. 

The fact that a psychiatrist developed achalasia 
is seriously put forward by one authority as con- 
vincing evidence that the trouble could not 
possibly be of psychological origin. 

One of the difficulties in discussing the cause of 
the condition is the fact that the existence of a 
sphincter at the cardia has been questioned by 
many observers in the past. It is difficult to 
demonstrate anatomically, as there is normally no 
obvious increase in circular muscle fibres at this 
point, although hypertrophy has been found in 
cases operated on for achalasia (Kay, 1953). 

The recent experiments in intraluminal pressure 
measurements are of help here, in that they show 
that a physiological sphincter at the cardia does 
exist. 

Reference to intraluminal pressure measure- 
ments has already been made, and it is fitting here 
to pay tribute to the physiologists who have now 
joined up with cesophagoscopist, radiologist and 
pathologist in adding to our knowledge of the 
cesophagus. 
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The idea of measuring pressures within the 
cesophagus and stomach is not new, for in 1883 
Kronecker and Meltzer recorded such pressures 
by means of small balloons in the viscus. Modern 
applications of this method have been published 
by Creamer and his co-workers (1957) and by 
Atkinson er al. (1958). They measure the intra- 
luminal gullet pressures by means of small plastic 
balloons connected to delicate manometers. The 
criticism that the balloon acts as a bolus, and 
therefore cannot give a true reading, has been 
answered lately by substituting tiny electrical 
transducers such as are used to measure intra- 
cardiac pressures. 

A more elaborate technique has been devised by 
Vantrappen er al. (1958), in which simultaneous 
films of intraluminal pressure tracings and of 
amplified fluoroscopic images are taken. These 
films correlate the pressure changes within the 
cesophagus with the radiological appearances. 

It is found that the resting pressure in the 
normal cesophagus is sub-atmospheric, but an 
increase in this resting pressure occurs at both 
upper and lower sphincters. The act of swallow- 
ing starts a peristaltic wave which passes in co- 
ordinated fashion from hypopharynx to stomach. 
The effort of swallowing is normally followed by 
relaxation of both upper and lower sphincters. 

In achalasia, the upper sphincter acts normally, 
but there is no evidence of a co-ordinated peri- 
staltic wave. The lower sphincter does not 
relax, but, on the other hand, the pressure here 
does not rise above that normally found at the 
closed cardia. 

No spasm can therefore be demonstrated and 
response to antispasmodic drugs cannot be 
expected. This has been found so in practice. 

It is therefore now generally accepted that there 
is a nervous dysfunction of the whole cesophagus 
and thai the term achalasia is preferable to cardio- 
spasm which, according to Lendrum (1937), is 
as unfortunate as the designation anospasm would 
be for Hirschsprung’s disease. 

The treatment of achalasia consists essentially 
in rupturing the circular muscle fibres at the 
cardia, either by overdilating with a hydrostatic 
bag, or by division of fibres in an open operation 
of the Heller type. : 

Those procedures which destroy the valve mech- 
anism at the cardia, such as resection of cardia and 
anastomoses, are, on the whole, unsatisfactory. 
Brewer et a/. (1956) state that 75° of patients so 
treated suffer from reflux csophagitis. The 
Heller operation yielded the best results with 75 °% 
cases successful, although a few instances of 
peptic stenosis following it have been reported 
(Som and Arnold, 1957). 

2 patients who did not respond well to dilata- 
tion and were referred to Mr. lan Gordon of the 


Victoria Infirmary, Glasgow, who operated on 
them, are illustrated in Figs. 5-8. Fig. 5 shows 
the pre-operative appearances in a youth aged 18, 
who suffered from symptoms of achalasia since the 
age of 12 years. The post-operative picture follow- 
ing a simple Heller’s procedure still shows some 
dilatation, but there is active contraction and no 
regurgitation (Fig. 6). 

The other patient, aged 20, gave a long history 
of achalasia with additional symptoms suggestive 
of peptic ulcer. A Heller's operation plus 
vagotomy and gastroenterostomy was performed. 
Considerable clinical improvement was obtained 
(Figs. 7 and 8). 


Medical Treatment 


That medical treatment can be helpful in 
certain cesophageal diseases is well known. The 
reflux cesophagitis of hiatal hernia, for instance, 
often responds well to adequate medical therapy 
and the use of steroids and antibiotics is of value 
in the prevention of cicatricial stenosis following 
corrosive burns of the gullet. I shall here con- 
sider more the use of spasmolytics in various 
cesophageal nervous disorders. 

In the past, before the general use of eesophago- 
scopy, attempts were made to treat a variety of 
cesophageal complaints medically. Cases of 
cardiospasm were given belladonna or papa- 
verine, usually without much success. More 
recently, spasmolytics such as hyoscine-N-buty] 
bromide (Buscopan) have been tried in various 
spastic conditions of the gastrointestinal tract, 
including the esophagus. Bracht (1954) claimed 
improvement in cases of cardiospasm, observing 
relaxation of the cardia ten minutes after the 
intravenous injection of 30 mg of the drug. 
Patients with segmental spasm were also relieved. 
Holle and Hart (1953) have also demonstrated 
relief of cesophageal spasm with the same 
preparation. 

In the radiological department of the Victoria 
Infirmary, Glasgow, spasmolytics have been tried 
in several cases of achalasia, cesophageal stenosis 
and hiatal hernia with cesophagitis and fibrosis at 
the cardia. The claims of Bracht with regard to 
the effect on cardiospasm were not substantiated, 
the drug having little or no effect. As the physio- 
logical experiments just described show that there 
is no real spasm in this condition, relief from anti- 
spasmodic drugs can hardly be expected. Fig. 9 
shows what at first sight seems to be cardiospasm 
which relaxed on the administration of a spas- 
molytic. Further examination (Fig. 10) revealed 
the presence of an ulcer to which the spasm at the 
lower end was secondary. 

Cases of hiatal hernia with obstruction did, 
however, respond in an encouraging manner, the 
stenosed cardia appearing to relax shortly after 
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Fic. 5.—Achalasia. Pre-operative. 


Fic. 6.—Achalasia. Post-operative. 


operation. 


Simple Heller’s 


the administration of and to 


the drug, 
permit more barium to pass into the stomach 
(Figs. 11 and 12). 

A female school teacher, aged 50, had suffered 
from dysphagia associated with hiatal hernia for 


two years. Despite medical treatment of the 
cesophagitis, she required regular bouginage 


Fic. 8.—Post-operative. Heller, vagotomy and 


gastroenterostomy. 


every four weeks to enable her to swallow solids. 
By giving a spasmolytic before meals when 
swallowing started to become difficult again, the 
intervals between dilatations could be increased 
to twelve weeks. 

A similar satisfactory result was observed in 
some patients with cicatricial stenosis. Again, in 


* 
If 
21 Section of Laryngology 913 e 
: 
{ 

Po FiG. 7.—Pre-operative. Achalasia and peptic ulcer. noe 
| 
| 


914 


many of these cases, the severity of the dysphagia 
is quite out of proportion to the actual degree of 
narrowing. If the superadded spasm can be 
relieved, swallowing becomes easier and the 
intervals between dilatations prolonged. 


Corkscrew CEsophagus 


Corkscrew cesophagus, sometimes called seg- 
mental “spasm of the oesophagus or pseudo- 


Fic. 9.—Case of apparent achalasia, responding to 
antispasmodic drug. 


Fic. 10.—Presence of ulcer. Spasm secondary to this. 
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diverticulosis, presents a curious radiological 
picture like a string of large beads. Alternating 
contractions and dilatations of the viscus take 
place as the result of multiple segmental spasms 
below the level of the aortic arch (Fig. 13). It is 
seen in nervous, highly strung persons, over the 
age of 50, who have some other disorder, such as 
gastric, gall-bladder or coronary disease. Symp- 
toms may be absent, or there may be severe chest 


3. 11.—Hiatal hernia with dilatation, stenosis and 
spasm. 


Fic. 12.—Relaxation of spasm with Buscopan. 
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pain and dysphagia. On csophagoscopy no 
abnormality may be found, although some ob- 
servers find a more pronounced narrowing than is 
normal at the level of the aortic arch and describe 
loose folds of mucosa on the gullet walls. 

Olsen and Creamer (1957) measured the ceso- 
phageal pressures in this condition and found that 
the resting pressures at the upper and lower 
sphincters were essentially normal. After de- 
glutition, instead of the normal orderly peristaltic 
sequence, increases in pressure at various levels in 
the lower two-thirds of the gullet were simultan- 
eous and much higher than normal. 

In the treatment of this curious dysfunction, 
various drugs have been tried in the past; 
atropine, belladonna and inhalations of amyl 
nitrite gave effective relief, but of short duration. 
Many patients respond well to the treatment of 
any associated gall-bladder or gastric disease and 
the few who are not helped thus can be greatly 
relieved by modern spasmolytics. 

Foreign bodies are often held in position by 
spasm of the gullet wall or upper sphincter. It is 
a common experience to examine a patient with 
a foreign body, shown by X-rays to be lodged in 
the cesophagus, only to find on passing the ceso- 
phagoscope that the object has slipped into the 
stomach. This is usually due to the relaxation of 
the anesthetic, and it was thought that a spas- 
molytic might be useful in certain cases. 

One patient swallowed a steel ball nearly an 
inch in diameter. Two hours later he was seen 


. 13.—Segmental spasm of cesophagus. 
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in hospital and X-rays showed the ball lodged at 
the upper end of the gullet (Fig. 14). About five 
minutes after the injection of Buscopan the 
patient said that he could feel the ball move, and 
further plates showed that it was in the stomach 
(Fig. 15). It negotiated the rest of the gastro- 
intestinal tract without trouble. 

Although in this particular instance an anes- 
thetic and cesophagoscopy were avoided, it is 


Fic. 15.—Ball in stomach after injection of anti- 
spasmodic drug. 
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only when the foreign body is smooth and radi- 
opaque that this treatment is likely to succeed. It 
would, of course, be most dangerous to rely on 
the drug in cases of impacted bones or other sharp 
objects, or where the safe progress of the foreign 
body cannot be followed under the X-ray screen. 

In conclusion, it must be emphasized that in 
dealing with these cases of spasm or nervous dis- 
order the cesophagoscopist must never confine 
his interest to the narrow view of the endoscopic 
field. He should always consider his patient as 
an individual and remember that systemic disease, 
lesions in distant parts of the body and emotional 
stresses and strains can affect the cesophagus. 

Acknowledgments.—1 am grateful to Dr. M. 
Atkinson of the Medical Department, Leeds 
University for his observations on intraluminal 
pressures, to Dr. K. Blum of the Radiological 
Department, Victoria Infirmary, Glasgow, for the 
X-ray pictures, help and advice, and to Mr. Alex 
Strang for Figs. 14 and 15. 
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I HAVE restricted my talk to dysphagia caused 
by corrosive agents in which I have taken con- 
siderable interest for the last twenty years; I pub- 
lished my experience during the time of the 
occupation in Norway in the Journal of Laryng- 
ology and Otology in 1945. Although not large 
it is well studied; strictures caused by corrosion 
are in no way different from other cesophageal 
strictures, except the congenital type, which is 
uncommon. There is, therefore, no difference 
in the treatment of dysphagia caused by such a 
fibrous stricture and other non-specific strictures 
caused by reflux esophagitis, peptic ulcers, &c., 
and even if burns of the ceesophagus are not very 
common in Great Britain, as happily they are not 
in Norway either since the war, | think it is right 
to discuss them a little more specifically. 

During the last twenty-five years different 
authors, such as Belinoff (1935), Floberg and 
Koch (1953) and Sala (1959), have studied tissue 
reactions of lye burns in the csophagus, both 
experimentally in dogs, cats and rabbits, and in 
the human being, after early death caused by 
large doses. 

In slight or superficial ulcerations no scar is 
produced, or only a superficial one if the muscu- 
laris mucose is affected. In the more severe 
form, the necrosis of the cesophageal wall goes 


, Norway 


down to or into the tunica muscularis. After 
twenty-four hours fibroblasts appear in the wall, 
and the collagen fibrils derived from them are 
seen at the end of the first week or in the course 
of the second week. This therefore signifies the 
inception of scarring. 

It is obvious that, apart from the formation of a 
more or less extensive stricture, this damage of 
the greater part of the cesophageal wall will also 
influence the function of the muscular layer. The 
resulting dysphagia therefore will be caused 
partly by the narrow passage itself, partly by the 
inadequacy of the tunica muscularis. 


Treatment 


Most authors seem to agree that here also 
prevention is better than cure. The essential 
point is to begin treatment before the stricture 
has appeared, before scar formation has come 
into action. It is necessary to prevent the stric- 
ture arising, and scar formation must therefore be 
controlled. If the lesion is not too severe, but 
only then, this can be brought about by using 
cortisone, or a substance with a similar effect, and 
penicillin. Cortisone inhibits the fibroblastic 
activity and penicillin prevents to a certain degree 
the occurrence of secondary infection. 

In many cases, where fibroblast formation has 
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not been too abundant, we have seen good results 
with this kind of treatment only, but it is necessary 
to follow healing by repeated cesophagoscopies. 
(Esophagoscopy is done first after one week, then 
weekly for some time, then with longer intervals 
until the patient is cured. We have seen no ill 
effects. Apart from some cases in the beginning, 
eighteen years ago, we have not used intermittent 
dilatation in acute cases. Either the lesion is 
slight, and does not produce a severe stricture, or 
the lesion is severe, with abundant granulation 
formation, and intermittent dilatation will then 
traumatize the corroded wall and increase the 
production of granulations. A complete ob- 
struction may follow. I have lost a few patients 
that way. According to our opinion therefore, 
the injured organ, like other injured organs, 
should be brought to rest, to minimize the infec- 
tious processes as much as possible. This can be 
done by gastrotomy or with a permanent tube as 
used by many physicians since 1887 (Gersuny), 
e.g. Hoag (1937) and Belinoff (1940). 

Insertion can be done in different ways. In- 
troduction through the nose is unsatisfactory 
because of the small calibre, and the irritation 
produced by the tube, e.g. in the postarytenoid 
region. The tube can be lodged in the esc- 
phagus, with the upper part funnel-shaped to 
retain it, or anchored with a silk cord, but in 
Norway we have adopted the method Belinoff 
proposed and used in 5 cases in 1940. 

The tube is introduced by a cervical ceso- 
phagostomy which provides the opportunity to 
increase the calibre during the process of healing. 
The tube is well tolerated even by small children, 
with easy feeding facilities. There is no tendency 
by the patients to pull the tube out, as we have 
seen with the gastric tube or a catheter through 
the nose. The tube is retained for three months, 
occasionally four months or longer, depending on 
the condition of the wall, judged by direct 


inspection. 
After removal, the fistula usually closes 
within a few days. Of about 220 cases with 


corrosive lesions we have treated 54 acute 
cases by this method, and we are still very satis- 
fied. Most of the patients have no difficulty in 
swallowing afterwards. The mucosa is healed, 
sometimes a little smoother than usual, the lumen 
has normal width, and X-ray examination shows 
normal peristalsis. The scar formation in the 
wall therefore is small even after severe corrosion. 

It was thought it might be possible to treat 
already established strictures in the same way, 
with a permanent tube. 

| have a record of a successful attempt to treat 
a 10-year-old boy who nine weeks before the 
treatment started had had a drink of lye and had 
difficulty even with swallowing fluids (Leegaard, 
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1945). After eighteen months of almost con- 
tinous treatment, partly with a retained catheter, 
partly with bougies, the patient could eat ordinary 
food when well chewed, and by later controls the 
result seemed permanent. 

Although caustics everywhere seem to be the 
most common cause, nonmalignant strictures 
with dysphagia are also caused by other kinds of 
nonspecific cesophagitis. Reflux cesophagitis with 
or without a peptic ulcer plays an important part 
here, as do strictures caused by resections of the 
lower part of the cesophagus. In all these stric- 
tures there is a mucosa and submucosa with a 
certain elasticity, and with a continuous mass of 
fibrous connective tissue of varying thickness 
constituting the scar. 

Intermittent dilatations cause fissuring of the 
stricture, either in the whole wall, or only in the 
submucosa. The trauma and bleeding will give 
rise to proliferation of the fibroblasts and forma- 
tion of granulation tissue, and after a while to a 
renewed tendency to contraction. If instead a 
permanent tube is applied, after initial dilatation, 
and this tube, being changed every week or every 
alternate week, is gradually increased in size, 
until the required calibre is reached, the same 
initial processes of healing will be brought to an 
end when retraction is no longer possible, and 
a wider lumen is established where the tendency 
to retraction of the collagen fibres is finished 
before the tube is removed. A period of three to 
four months is usually enough, but of course the 
time varies in different patients. Barr et al. (1954) 
reported the result of 8 cases with strictures after 
the swallowing of lye. They were all successfully 
treated with a permanent sound, while long-term 
intermittent dilatations had only resulted in 
reformation of the stricture. 

Summing up, in our experience in this special 
kind of cesophagitis healing of the ulcerated wal! 
is most often achieved by using cortisone and 
penicillin in the lighter cases, and by using a 
permanent tube through a cervical cesophag- 
ostomy in the more severe cases, thus preventing 
the formation of a stricture. If the stricture has 
already developed, a permanent widening of the 
lumen can be achieved in many cases by a perm- 
anent tube, retained for four months or longer. 
(The paper was illustrated by films and slides.) 
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THomson, STC., and Neus, V. E. (1948) Diseases of 
the Nose and Throat. Sth ed. London and Toronto. 
Mr. Lindsay Gray (Perth, Western Australia)— 

agreed with Professor Leegaard that the basic re- 

quirement for the treatment of a fibrous stricture of 
the cesophagus was to keep the fibrous tissue stretched 
or prevented from contracting for three to four 
months; then it would not contract later. He 
suggested that the use of an inert, hollow, indwelling 
dilator might be the answer to this. The goal must be 

a final lumen of at least 13 mm in diameter. Mr. 

Gray presented a case illustrating the use of a poly- 

thene indwelling dilator, another of traumatic (instru- 

mental) double cesophagus and several showing the 
use of the Mole (Gray, 1957; 1958; Harvey and 

Negus, 1953) technique in dilating csophageal 

Strictures. 
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DRUG ADDICTION 


Dr. Maurice Partridge (London): 
Clinical Aspects of Drug Addiction 

Despite, and to some extent because of, the 
smallness of the problem of drug addiction in 
this country, the individual case, when it comes 
along, can present great difficulties. In this paper 
I shall describe first the diagnostic pointers that 
may lead one to suppose that addiction is estab- 
lished or is on the way to occurring, and second, 
in a clinical way, the types of people, if any, in 
whom such developments are likely. 


Diagnostic Pointers 


The diagnostic pointers that may lead one to 
suppose that addiction has occurred or is occurr- 
ing may vary with the nature of the particular 
addiction, and with the severity of the withdrawal 
symptoms that occur. Because of the severity of 
the withdrawal symptoms, addicts to morphine, 
heroin, methadone (Physeptone), phenadoxone 
(Heptalgin) and pethidine are more rather than 
less likely to declare themselves. The mental symp- 
toms, except that with pethidine in very large doses 
a confusional state with hallucinations, illusions, 
and secondary misinterpretations may occur, are 
not prominent, and usually amount to no more 
than laziness, a general falling off of efficiency 
with lack of persistence, day-dreaming, and 
failure of effort, while there may be marked un- 
scrupulousness as regards methods of obtaining 
further supplies. Physically, the appearance of 
the morphine addict may be very suggestive, 
though this is less likely with the other drugs men- 
tioned, apart from the finding of puncture marks 
on examination. The morphine addict in particu- 
lar may appear specially languid, sallow, under- 
nourished, with loss of hair, brittle nails and pin- 
point pupils. 

The withdrawal symptoms are most severe with 
morphine and pethidine and may lead to recog- 
nition of the addiction if the patient does not 
disclose it. Mentally, these consist of depression, 
anxious irritability with restlessness, and profound 
malaise. It may be noticed that these disappear 
to be replaced with a relative cheerfulness, calm 
and sense of well-being, after a short absence 
from the room, which will not have been for the 
purpose of urination. Characteristic physical 
withdrawal symptoms are yawning, irritation in 
the nose with picking at the nostrils, sniffing and 
sneezing, salivation and lacrimation: shivering, 
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tremor and twitching: variable aches and especi- 
ally muscular cramps which may be very severe, 
and alimentary disturbance in the form of nausea, 
vomiting and diarrhoea. With pethidine the gen- 
eral picture is similar, but convulsions and choreo- 
athetotic movements have been known to occur. 

Turning to the less dramatic and more com- 
monly encountered addictions or near-addictions, 
we must conside: the barbiturates; addicts to the 
foregoing drugs will often turn to barbiturates at 
one time or another as an alternative, so that the 
discovery of a confusional state secondary to 
barbiturates may be an indication that the patient 
is liable to more serious forms of addiction as 
well. It is also the case that addicts or near- 
addicts to analeptics, such as amphetamine, 
commonly have recourse to barbiturates to offset 
their effects, and a mixed picture of barbiturate 
intoxication with the added feature of the patient 
tending to turn night into day may then be found. 

Diagnostic pointers are, on an elementary level, 
marked reluctance of the patient to tolerate a 
reduction of the dose, with anxious enquiry as to 
whether it is the same; allegation that more pills 
are required because the general practitioner has 
forgotten or omitted to prescribe them may be an 
indication for enquiry from the general prac- 
titioner; recent attendance at and abandonment 
of several other hospitals may dictate caution and 
further enquiry from those sources; return to the 
consulting room for a further prescription on the 
score that the original has been lost on the way to 
the hospital pharmacy or chemist, or return to the 
pharmacy or chemist with a request for more on 
the score that the pills have been lost in the street 
or on the way home, may arouse suspicion. 

At a less primitive level, suspicion may be 
aroused by such motor disturbances as shaky 
hands, deteriorated handwriting or composition 
with words misspelled or omitted in a fashion at 
variance with the patient’s educational level; 
slurred speech, unsteadiness of gait or other 
evidence of inco-ordination, with a history of 
unexplained falls or the development of un- 
accountable bruises. 

Apart from such physical disturbances, there is 
liable to be a falling off in general efficiency, show- 
ing itself particularly by: not getting up in the 
mornings, procrastination, things repeatedly not 
being done despite requests that they should be 
done (probably due to failure of registration), 
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neglect of self and of housework or office duties, 
failure to keep appointments, things being done 
at inappropriate times, such as nodding off to 
sleep unsuitably, telephone calls being made very 
late or in the small hours, meals being cooked at 
extraordinary times, and so on. 

Such impaired general efficiency is likely to 
show itself particularly in the more purely 
intellectual sphere, by rambling conversation not 
reaching the point, telling the same story twice, 
asking the same thing again and again, repeatedly 
seeking confirmation, muddles over dates, for- 
getting to relay telephone messages, paying bills 
twice or not at all, and admissions that there have 
been islands of amnesia, such as finding entries in 
diaries and not being able to remember when they 
were made or to what they refer, or seeing a client 
without recollection of having seen him a few days 
before although notes had been made about him. 


Associated with this may be changes of charac- 
ter and temperament, such as oscillations of mood 
with a variable fatuousness alternating with an 
edgy irritability, lack of punctilio with increased 
egocentricity, disinhibited aggression or jealousy, 
with the development of an aggrieved antagonism 
marked by grumbling accusations sometimes with 
a germ of twisted truth, achieved by altering the 
emphasis in something that may have been said or 
in the motive of something that may have been 
done. In general, such changed behaviour may 
reveal something of the underlying discontent 
which may have led to the taking of drugs in the 
first place, either to allay it or for fortification 
despite it, its expression being released through 
their disinhibiting effect. 

Finally, although suspicions may be aroused by 
the patient making, to some limited extent, com- 
plaints along these lines, the picture is unlikely 
satisfactorily to be filled’in without obtaining an 
independent account from other observers of the 
patient. Barbiturate withdrawal symptoms are 
relatively mild, with anxiety, palpitation, tremors, 
postural dizziness and nausea. But if the dosage 
has been large and long, withdrawal fits may 
occur and, rarely, a delirium. 


In summary, pointers are: reluctance to toler- 
ate reduction of dosage with or without devices 
aimed at preventing it: a general falling off of 
efficiency and effort: oscillations of mood from 
well-being to an anxious, irritable, depressed dis- 
content and back again without obvious en- 
vironmental cause: with large doses of pethidine 
the moody inefficiency may be replaced by an 
organic confusional or subdelirious state: with 
barbiturates the picture will vary according to the 
extent of intoxication from a disinhibited over- 
talkativeness with restlessness to a slow, forgetful 
fuddledness with, between times, an anxious 
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gloom and amnesic episodes, sometimes with 
night being turned into day by the added intro- 
duction of analeptics. Physically, the appearance 
of the patient may be suggestive, with languor, 
sallowness, malnutrition: with morphine, pin- 
point pupils: with barbiturates, more or less inco- 
ordination. Puncture marks should always be 
sought. Withdrawal symptoms are severe with 
morphine and its derivatives, particularly muscu- 
lar cramps and alimentary disturbances, while 
milder but specially significant is nasal irritation, 
with sniffing, sneezing and lacrimation: with 
barbiturates withdrawal symptoms are milder but 
may include fits if dosage has been large. With 
large doses of amphetamine, subdelirious or 
delirious states can occur from that alone. The 
chief other analeptic of note is Preludin, a danger- 
ous substance, highly addictive, which is liable to 
produce organic confusional states with a high 
degree of excitement amounting to full mania, and 
can apparently also encourage paranoid states in 
clear consciousness. Finally, occurrence of 
hallucinations with organic confusion should 
always suggest the possibility of addiction. 


Type of Patient 

When in preparation for a paper on the addic- 
tive personality, | went through such case histories 
as were available to me, I found myself in the 
paradoxical position of having to speak on a 
mythical subject. | could not find such a 
personality. Almost anyone can become ad- 
dicted. Kinberg has described alcohol as “a 
detector of psychic weakness”. The same may 
be said of drugs. But “psychic weaknesses” may 
be many and various. In broad terms, however, 
there are perhaps some pointers. It is a safeguard 
against addiction to be an obsessional person- 
ality. By this I mean one who is characterized by 
tendencies towards excessive neatness and metic- 
ulousness, undue caution and conscientiousness, 
weighing the pros and cons of each decision, 
checking and re-checking, having a place for 
everything and everything in its place, with an 
inability to tolerate crooked pictures or things 
left undone or to adapt to sudden changes. I 
think it is a safeguard against addiction to be, 
secondly, emotionally “cold”, whether such cold- 
ness is a post-schizophrenic deficit, a constitu- 
tional characteristic in an otherwise normal 
person, or a part of that form of psychopathic 
personality which appears to be devoid of normal 
emotion. As a corollary, it seems to me that 
factors conducive to addiction are, by contrast, 
incaution and impulsiveness, and undue emotion- 
alism. With regard to incaution and impulsive- 
ness, about half the cases I have studied have been 
psychopathic, not the cold type of psychopath 
who lacks emotional warmth, but characterized 
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rather by the patient acting without regard for the 
consequences but in accord with his more or less 
immediate desires, which frequently change so 
that his goals change, and without regard for the 
desires of others to which he is unwilling to sub- 
ordinate himself, so that he is changeable, un- 
persevering, egocentric, unscrupulous, a social 
misfit, and apparently incapable of forming long- 
term plans and unable to profit from experience. 
The life difficulties to which these traits give rise, 
with their consequent dissatisfactions, may lead to 
emotional excesses of various sorts, self-pitying 
despair, anxiety or rage, and the temptation to 
dissolve these dissatisfactions or allay these 
emotions with drugs may be considerable, while 
the natural incautiousness encourages oOver- 
dosage. The existence of these traits should 
appear if a careful history is taken, provided it is 
supplemented by that gained from a reliable 
relative. Undue emotionalism is likely to occur, 
apart from psychopathy, in the hysteric, especially 
in the inadequate hysterical personality. By this 
I mean persons characterized by a labile emotion- 
alism leading to rapid enthusiasms that are rapid- 
ly dropped, this instability of mood being 
reflected in a vocabulary making special use of 
exaggeration, in line with a fondness for the 
dramatic which encourages a lack of realism, so 
that they act emotionally rather than reasonably 
and take flight into feeling rather than into 
effective action when confronted with difficulty, 
as may children, whose emotional immaturity 
they share. As part of this immaturity, they are 
dependent, and from that dependence there is 
liable to arise a selfish possessiveness which 
complicates and renders unsatisfactory their 
personal relationships. The relative social failure 
that may ensue leads to dissatisfaction, and fre- 
quently to marital unhappiness, and other dis- 
satisfactions arise when unrealistic expectations 
that their dramatic romanticism has encouraged 
them to harbour fail to fructify, and drab reality 
obtrudes. There is then liable to occur a flight 
into pseudo-illness with demand for drugs and 
increasing use of them as solvents, however transi- 
ent, of that reality which they have difficulty in 
accepting. These patients may be more difficult 
to spot, partly because their desire to impress and 
their unwillingness to face facts may induce them 
to give a far more satisfactory account of them- 
selves and their circumstances than is warranted, 
partly because they persuade themselves that 
things are other than what they are. The diag- 
nostic pointers, apart from the life history, are 
unreliable but include the following: (1) An 
attempt to make a special impression and to strike 
up a specially personal and emotional rapport. 
This may range from the usual polite belittlement 
of the help they have previously received with an 
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implication that they now realize they are in 
better hands, a sort of mixture of obsequiousness 
with overfamiliarity and occasional coy flattery, 
to the more extreme example of the patient who 
attended a 4.30 appointment with a large picnic 
basket complete with thermos flasks, explaining 
that she had packed up a special tea as she well 
knew that I would be tired—as I soon became. 
(2) They commonly present themselves as “par- 
ticularly sensitive”, implying that this is meritori- 
ous though a martyrdom, and reinforce this idea 
by jumping at noises and flinching when the 
sphygmomanometer cuff is inflated. (3) They 
frequently introduce false notes in conversation, 
easily recognizable when they are gross. “The 
only thing that enables me to stay here’, said a 
patient looking out from Atkinson Morley’s 
Hospital, “is this wonderful view’, and was quite 
annoyed when I pointed out the gas-works. 
“Why”, said a disgruntled husband, whose 
maudlin romanticism was his wife’s despair and 
had caused her to leave him, “when our friends 
used to come to see us on Sundays, they always 
referred to our house as Shangri-La”. Most 
remarkable was a woman I met purely socially, 
but who proved to be an addictive hysteric, who, 
living in a couleur de rose past which she des- 
cribed, actually said after only two drinks, 
“Would you believe it, my legs used to be the 
toast of Kettering”. These are gross examples: 
the same sort of thing is often apparent in less 
exaggerated form. But most dangerous of all, is 
the situation when such people are aggrieved, and 
chiefly when they are aggrieved by domestic life, 
chained to the sink or desk, trammelled by the 
children, pining for freedom, romance and any- 
thing but the workaday world, refusing to take 
the rough with the smooth, and resenting the 
family as a great ball and chain restraining them. 

In brief, safeguards against addiction are to 
have an obsessional personality and to be coldly 
unemotional. Dangers are to be incautious, 
impulsive, dissatisfied and inadequate, especially 
the combination of inadequacy and aggrieved dis- 
satisfaction whether psychopathic or not. More 
dangerous is to be an emotional psychopath in 
repeated difficulty or to be a disgruntled, in- 
adequate hysteric. To be an aggrieved hysterical 
psychopath is perhaps the most dangerous of all. 


Mr. T. C. Green (Home Office, London): 
The Incidence of Drug Addiction in Great Britain 
and its Prevention 

The Home Office is the Department responsible 
for the administration of the Dangerous Drugs 
Act, 1951, and the Dangerous Drugs Regulations, 
1953, in England, Wales and Scotland. Northern 
Ireland has separate, though similar, legislation, 
and my remarks are therefore confined to the 
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situation in Great Britain. I should also say that 
any opinions which I may express are my own, 
and are not necessarily those of the Home Office. 

The drugs which are controlled under the 
Dangerous Drugs legislation fall into four groups, 
namely, opium and the opiates; cocaine; can- 
nabis; and the synthetic narcotics. Cannabis 
(which we used to call Indian hemp) has prac- 
tically disappeared from medical use in this 
country, and is in any case not a true drug of 
addiction, so that it may be ignored for present 
purposes. The use of cocaine in medical practice 
has also declined greatly, and there are now few 
addicts to this drug. Our main concern is there- 
fore with the opiates and the synthetic drugs. 

It is a popular misconception that we have 
“registered addicts” in Britain. There is in fact 
no such thing as a “register” of addicts. The 
Home Office keeps an index of known addicts— 
that is to say of addicts who come to our notice in 
one way or another, but the inclusion of an 
addict’s name in this list has no significance other 
than showing that he is known to us; it confers on 
him neither privileges nor disabilities. 

Some doctors consult the Home Office when 
they are approached by a drug addict, and this is 
helpful both to the doctor and to the Home Office. 
On our side it assists us in keeping track of known 
addicts and in bringing new addicts to light; and 
we are able to give the doctor, confidentially, in- 
formation about the previous history of an addict 
which may be useful to him in deciding the best 
treatment to give. 

The number of known addicts in Great 
Britain at the present time is about 440. By 
comparison with some other countries this is a 
relatively low figure. The figures for other 
European countries are not easily compared with 
our own as they are not always compiled on the 
same basis (for instance in the Federal Republic 
of Germany patients receiving narcotics for a 
medical condition for more than six weeks are 
classed as addicts), but the comparable figure for 
West Germany appears to be about 2,000, for 
Belgium 135, and for Switzerland 127; in Norway 
there are estimated to be between 400 and 500. 
The number of known addicts in Canada, with 
about one-third of our population, was 3,412 in 
1958, and in the U.S.A., with more than three 
times our population, some 46,000. 

The problem of addiction in Great Britain is 
thus comparatively small. 1 am aware that there 
are many people, in particular North Americans, 
who believe that we have in fact a very much 
larger problem than we think we have. They 


believe that the smallness of our figures of known 
addicts is due in part, at least, to our failure to get 
to know about many people who are addicted. 
It is true that our sources of information in this 
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country are not as good as those available to the 
authorities in North America, but we believe that, 
while it may take us a little longer to find out that 
a person has become addicted, we do in the long 
run come to know about the great majority of 
addicts. Our view that there are not in fact many 
more addicts than we know of is supported by 
evidence of experience in other fields. There are, 
for instance, very few general practitioners who 
have ever seen a drug addict; the number of 
criminals found to be addicted on admission to 
jail is infinitesimal; and the Judges in the Divorce 
Courts have hardly ever heard of a case in which 
one of the spouses is alleged to be a drug addict, 
though allegations of drunkenness are common 
enough. 

One reason why our information about addicts 
is less complete than that available in other coun- 
tries is that there is no compulsion on doctors in 
this country to report drug addicts to the Home 
Office. There are many other countries, even 
within the British Commonwealth, where doctors 
are required to inform the authorities. In the 
Federation of Rhodesia and Nyasaland, for 
instance, medical practitioners must report to the 
Director of Medical Services all cases in which 
narcotics are prescribed for a period of more than 
four months; in most of the Australian States a 
medical practitioner who becomes aware of, or 
suspects, that a person is suffering from drug 
addiction, must notify the medical authorities, 
and the same is true in New Zealand. In other 
countries, such as Canada, there is a more com- 
prehensive system of returns and checks than we 
have, which more quickly reveals the regular 
supply of narcotics to an individual. In this 
country we are dependent for our information 
about addicts mainly on the checks of chemists’ 
registers made by the local police forces. 

The number of known addicts in Great 
Britain has increased steadily in recent years. In 
1947 the number was 199, in 1950, 226, in 1954, 
260, in 1958, 347, and it is now about 440. It is 
not thought that this increase in the number of 
known addicts reflects a corresponding increase 
in addiction. To some extent, at least, the in- 
crease is due to better reporting by the police of 
information culled from chemists’ registers. None 
the less, there must clearly have been some in- 
crease in the extent of addiction. 

Of the 440 known addicts in Great Britain 
nearly 200 are male and more than 240 female. 
Our information about their ages is not always 
exact, but most are over 30. The drug most 
commonly used by addicts is morphine, with 174 
addicts, followed by pethidine, with 99, and 
heroin, with 42. It is interesting to note how the 
numbers of addicts to different drugs have 
changed in the last twenty-five years. In 1936, 
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there were only three common drugs of addiction, 
morphine, which was used by nine-tenths of the 
known addicts, heroin, and cocaine, used in about 
equal proportions by the remainder. At the 
present time morphine is used by 39% of the 
known addicts, heroin by 10°% and pethidine and 
other synthetic narcotics by 37°%. This trend is, 
of course, a reflection of the increasing importance 
of synthetic drugs in medical practice, and of the 
fact that these new drugs are often quite as 
dangerous as the opiates. 

The information which is available to the Home 
Office about the origins of drug addiction is not 
very reliable, partly because we have no power to 
require such information and have therefore to 
make do with what we get, and partly because the 
drug addict often deludes himself about the 
reasons for which he started taking drugs. Such 
information as we have indicates that about 70°, 
of the known addicts believe that they became 
addicted as the result of therapeutic treatment 
with the drug of addiction. Certainly this is true 
of many addicts, and in the great majority of 
cases which come to light nowadays, it is to one 
of the newer drugs thac the patient has become 
addicted; of the 104 new addicts recorded in 1958, 
73 were addicted to synthetic drugs. This seems 
to suggest that there may not always be sufficient 
awareness among doctors of the danger of 
addiction arising from the use of these new 
analgesics. If there is such a lack of awareness it 
is not altogether surprising, since the number of 
new drugs, including new analgesics, increases at 
such an alarming rate that it is difficult for a busy 
man to keep track of them. Moreover, many 
new analgesics are heralded with enthusiastic 
propaganda indicating that the risk of addiction, 
if not actually eliminated, is much reduced. Thus 
pethidine was, when first introduced, said to be 
non-addicting, and the recently developed drug 
dextromoramide was at first proclaimed on the 
Continent to have a very low liability to produce 
addiction, and was widely used before its dangers 
were fully appreciated. 

Of the total of about 440 known addicts 74 
(17°) are medical practitioners, dentists, veter- 
inarians or nurses. This compares with about 
18°, in the Federal Republic of Germany, 17% 
in Belgium, 4°, in Canada and 2°% in the U.S.S.R. 

Of the 74 known addicts in the medical and 
allied professions 40 use opiates, mainly morph- 
ine, 29 use synthetic narcotics, mainly pethidine, 
and 5 use both. 

There is undoubtedly some degree of “‘hidden” 
addiction in this country, comprising those 
addicts who have not yet come to official notice. 
This hidden addiction extends to all classes of 
addicts, including the medical and allied pro- 
fessions. It would, indeed, not be surprising if 
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there were more hidden addicts among the 
medical and allied professions than among the 
rest of the population, for it is much simpler for 
a doctor to obtain supplies of a narcotic to feed 
an addiction than it is for an ordinary citizen, and 
it is more difficult, under our present system of 
checking, for the authorities to detect that the 
supplies are being obtained. It may therefore be 
that the extent of drug addiction among the 
medical and allied professions is greater than the 
figures of known addicts suggest. 

There are three main requirements for the 
prevention of addiction, namely, the strict con- 
trol of supplies of dangerous drugs; treatment for 
those already addicted; and education. 

In Great Britain there is practically no leakage 
of narcotics from the licit trade, except for the 
occasional theft of drugs from a chemist’s shop. 
There is, indeed, practically no illicit traffic in 
narcotics, disregarding cannabis. Nearly all the 
addicts in this country obtain their supplies 
legitimately on a prescription given by a doctor. 
These prescriptions may be given for a number of 
different reasons. It is an unfortunate fact that 
all the most powerful and useful analgesics are 
addicting. As a result, it is inevitable that some 
people will become addicted in the course of 
medical treatment. Some doctors may continue 
to prescribe narcotics for such people either while 
they are trying to wean them away from the drug 
gradually, or after failing to do so. In other 
cases narcotics may be prescribed because an 
addict has persuaded a doctor that he has a 
medical condition requiring the administration 
of a narcotic, and addicts are often very ingenious 
in simulating convincing symptoms. Because 
most addicts obtain their narcotics in this way, 
the control of the supply of narcotics to addicts in 
this country is mainly in the hands of doctors. 

The control of the supply of narcotics has in 
fact two aspects—first the limitation of supplies 
to existing addicts, and second the careful control 
and use of narcotics in medical practice, so that 
new addicts are not created. The first of these 
may appear to be outside the heading of preven- 
tion, but it is the general experience in other parts 
of the world that addicts tend to create more 
addicts, both by example and by precept, and 
certainly an addict who is provided with a greater 
supply of narcotics than he needs for his own use 
is likely to dispose of the surplus to others, who 
may not already be addicted. 

I find that remarkably few doctors are aware of 
the existence of the booklet issued by the Home 
Office under the title of ‘“‘The Duties of Doctors 
and Dentists under the Dangerous Drugs Act 
and Regulations’!. I think, however, that most 
medical practitioners are aware, in a general way, 
‘DD 101 (6th Edit.) H.M.S.O., London. 
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of the advice which it contains. It is unfortun- 
ate that the document is not more widely known 
as it sets out clearly the considerations which a 
doctor should take into account when deciding 
whether tosupply narcotic drugs regularly to an ad- 
dict. The pamphlet is based on the advice given by 
the Departmental Committee on Morphine and 
Heroin Addiction (usually known as the Rolleston 
Committee), which reported in 1926. That Com- 
mittee considered that there were certain circum- 
stances in which it may be justifiable to continue 
to prescribe narcotics for an addict indefinitely, 
but it defines such cases very narrowly and sug- 
gests that a doctor who is faced with the prospect 
should always obtain a second opinion. The 
pamphlet goes even further, as follows: “The 
authority granted to a doctor or dentist to possess 
and supply dangerous drugs is limited by the 
words so far as may be necessary for the practice 
or exercise of his profession. \n no circumstances 
may dangerous drugs be used for any other 
purpose than that of ministering to the strictly 
medical or dental needs of his patients. The con- 
tinued supply of dangerous drugs to a patient 
solely for the gratification of addiction is not 
regarded as ‘medical need’.” 

As [have said, practically all our known addicts 
do at present obtain their drugs on prescriptions 
issued by doctors. This is an arrangement which 
up till now has worked fairly satisfactorily, and 
which, indeed, has positive advantages, although 
from time to time the activities of one or two 
individual doctors have given us cause for some 
concern. But as the whole matter is now being 
reconsidered by another Interdepartmental Com- 
mittee, of which Sir Russell Brain is Chairman, 
I will not comment on it further beyond empha- 
sizing the importance of the doctor’s role in 
curtailing the addiction which already exists. 

Similarly, the prevention of fresh addicts being 
created is in this country also very largely in the 
hands of the medical profession. No one would 
suggest that the creation of addiction can be 
entirely avoided so long as it remains the case 
that all the most potent analgesics are addiction- 
producing, or so long as there are psychopathic 
personalities predisposed to addiction. But it 
cannot be denied that addicts have been created 
in the past because the addiction-producing 
liability of some narcotic drugs was not fully 
appreciated by those using them. This danger is 
increased by the constant flow of new drugs, and 
some steps have already been taken to try to 
minimize this danger. Thus we have an agree- 
ment with the manufacturers of narcotics in Great 
Britain that they will not put on the market any 
new drug which is likely to be addiction- 
producing without first submitting to the Home 
Office information about the trials of the drug on 
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which a decision can be taken whether it should 
be controlled under the Dangerous Drugs legis- 
lation. We also have an understanding with the 
manufacturers that in distributing to doctors 
samples of new drugs which it has been decided to 
control as narcotics, they will draw attention to 
the fact in the accompanying literature. 

What further steps might be taken to reduce 
the risks of addicts being created by the injudici- 
ous use of narcotics? This is a subject to which 
Sir Russell Brain’s committee will no doubt be 
turning their minds, but I would mention one case 
in which some success has been achieved in this 
line. The extent to which doctors may be ignorant 
of the dangers of, or careless in the use of narcotics 
may, I think, be measured to some degree by the 
extent to which they themselves become addicted 
to narcotics. I mentioned earlier that in Canada 
the percentage of doctors known to be addicted is 
only 4°% of the total number of addicts, which is 
considerably lower than the figure for most 
European countries. The figure in Canada has 
not, however, always been so low. In 1954 it was 
over 10%, but there has been a steady decline 
since then. The reason for this decline, accord- 
ing to the Canadian authorities, is twofold. First, 
they have in recent years concentrated on educat- 
ing student doctors, nurses, and others concerned, 
in the dangers of the indiscriminate use of 
narcotics. This is done not only by special em- 
phasis being placed on this problem in the medical 
and other schools, but also by special lectures 
given by members of the Narcotics Division of the 
Ministry of Health and National Welfare, who 
make use of a film on the subject specially made 
for the purpose. Secondly, the Canadian system 
of record keeping enables the authorities to see 
very quickly when a doctor is using unusually 
large quantities of narcotics. Enquiries are made to 
ascertain the reasons, and if these seem unsatisfac- 
tory the doctor is warned of the dangers of the mis- 
use of drugs; and further action is takenif necessary. 

The exercise by doctors of the greatest care in 
the use of narcotics is thus the most important 
factor in the prevention of drug addiction in this 
country. This is particularly necessary in the use 
of newer analgesics which may have been intro- 
duced with a good deal of propaganda about their 
low addiction liability, but which have not been in 
use long enough or widely enough for their effects 
to be fully known. We are fortunate in this 
country in that our manufacturers of narcotics 
have a proper sense of their own responsibilities 
in this connexion, and have entered into the 
agreements with the Home Office referred to 
above. The real problem remains, however, to 
keep the dangers of narcotic drugs constantly 
before the minds of those medical practitioners 
whose use of them is limited and who have little 


| 
{| 
i} 
} 
. 


53 


or no personal experience of drug addiction. 

Another possible weapon’in the prevention of 
drug addiction is education of the public in its 
dangers. It is, however, the view of the expert 
United Nations bodies that such education is 
likely to be advantageous only where there is a 
serious problem of addiction. In other circum- 
stances education on this subject may even in- 
crease the dangers of addiction and may create a 
morbid interest in those who would not otherwise 
have given any thought to the matter. Certainly 
in this country, where there is little illicit traffic in 
narcotics and the public are thus not exposed to 
the temptation that the ready availability of 
narcotics presents, such education would be 
likely to do more harm than good. 


Dr. Harris Isbell (Lexington, Kentucky, U.S.A.): 
The Pharmacology of the Opiates and Similar 
Addiction-producing Drugs 

Addiction is a condition in which a person 
compulsively takes a drug in amounts exceeding 
those used in ordinary therapeutic practice, or in 
amounts exceeding those acceptable by social 
custom. Such abuse of a drug always causes 
harm to the individual, to society, or both. All 
addicting drugs affect the central nervous system 
and the harm done is usually related to neuro- 
logical changes or to behavioural alterations 
caused by the drugs. Such harmful effects may 
be direct (due to the pharmacological actions of 
the drugs per se) or indirect (due to dependence). 
Examples of direct change are indolence, drowsi- 
ness, and lowered productivity caused by opiates; 
drunkenness, motor inco-ordination and faulty 
judgment after alcohol or barbiturates; and toxic 
psychoses precipitated by marihuana or cocaine. 
Examples of indirect change are behaviour de- 
signed to obtain and ensure a supply of the drug 
at whatever cost, and the physiological changes 
associated with abstinence. 

The chief criterion of addiction is the develop- 
ment of dependence, physical or emotional. 
Physical dependence refers to an altered physio- 
logical state brought about by repeated adminis- 
tration of a drug which requires continued use of 
the drug to prevent the appearance of a character- 
istic self-limited illness called an abstinence syn- 
drome. Two kinds of physical dependence are 
known to occur. Physical dependence on opiates 
or their synthetic equivalents (“opioids”) is 
characterized by marked nervous irritability and 
autonomic dysfunction on abrupt discontinuation 
of the drug of addiction. Convulsions and 
delirium are not features of this sort of physical 
dependence. The second kind of physical depend- 
ence is that associated with addiction to alcohol 
and barbiturates, and is characterized by the 
development of convulsions and/or delirium on 
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abrupt withdrawal of the drug. The second type 
of physical dependence is more dangerous to life 
than the first. 


Emotional dependence refers to use of a drug as 
a major means of adaptation to life stresses and is 
related in complex ways to effects of the drugs on 
specific, psychological or physiological symptoms 
of the addict, such as pain, anxiety and sexual 
problems, &c. All addicting drugs create 
emotional dependence, but not all create physical 
dependence. 


Classification of Addicting Drugs 


A classification of addicting drugs based on the 
above considerations is shown in Table I. Only 


TABLE |.—-CLASSIFICATION OF ADDICTING DruGs 
Drugs Causing Both Emotional and Physical Dependence 
(withdrawal treatment required) 
_ Subclass A. Opiate and Opioid Type (manifested by hyper- 
irritability in multineuronal arcs and by autonomic dysfunction on 


abrupt discontinuation of the drug. Convulsions and delirium do 
not occur): 


Class 1 


(1) Morphine group: Opium, all preparations of opium, morph- 
ine, diacetylmorphine, codeine, ethylmorphine, &c. (The 
narcotic antagonist, nalorphine, is not addictive.) 


(2) Morphinan group: Racemorphan, levorphanol (Dromoran, 
levorphan). The opiate antagonist, levallorphan, and the 
antitussive, dextromethorphan, are not addictive. 


Benzmorphan group: Phenazocine (NIH-7519, Narphen). 


Methadone group: Methadone (Amidone, Physeptone), 
Phenadoxone (Heptazone, Heptalgin), dextromoramide 
(Palfium) 


(5) Pethidine group: Pethidine (meperidine, Demerol, Dolantin), 
alphaprodine (Nisentil), anileridine (Leritine). 

(6) Hexamethyleneimine group: Clinically unimportant. 

(7) Dithienylbutene group: Clinically unimportant. 

(8) Benzimidazole group: Clinically unimportant. 

Subclass B. Alcohol-barbiturate Type (characterized by con- 

vuisions and or delirium on abrupt withdrawal): 
(1) Ethyl alcohol 


(2) Barbiturate group: Barbitone, phenobarbitone, amobarbi- 
tone, pentobarbitone, &c. 


(3) Paraldehyde 

(4) Chloral hydrate 

(5) Meprobamate (Miltown, Equanil). 
(6) Glutethimide (Doriden). 


Class 11.—Drugs Causing Emotional but not Physical Dependence 
(withdrawal treatment not required) 


(1) Marihuana: Indian hemp, hashish, &c. 
(2) Cocaine: Cocaine and coca leaves. 


(3) Amphetamines: Amphetamine, dextroamphetamine, meth- 
amphetamine, Preludin, &c. 


(4) Bromides. 
(5) Reserpine: Reserpine (Serpasil), rauwolfia preparations, &c. 
(6) Phenothiazines: Chlorpromazine, &c. 


drugs regarded as being important addictive 
materials in the United States at the present time 
are included. The classification has considerable 
importance. Thus, withdrawal treatment (and 
usually hospitalization) is required for persons 
addicted to drugs in Class I (agents causing 
physical dependence), but not in cases of addic- 
tion to drugs in Class II (materials which do not 
create dependence). In general, drugs in Sub- 
class A, Class I, are interchangeable with the 
other drugs of that subclass and show cross- 
tolerance to the other drugs of the subclass. Drugs 
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in Subclass B, Class I (alcohol, barbiturates) are 
also interchangeable within that subclass. One 
cannot, however, interchange a drug of Subclass 
A for a drug of Subclass B. Thus, methadone 
can be substituted for morphine without signs of 
abstinence appearing, but morphine cannot be 
substituted for a barbiturate, nor a barbiturate 
for morphine. Subclasses A and B represent two 
distinctly different and non-interchangeable kinds 
of addiction with distinctly different symptom- 
atologies and patho-physiologies. 


Neuropharmacology of Morphine and Related 
Drugs 


As indicated in Table I, eight different chemical 
groups of potent analgesic drugs are known and 
within each group hundreds or thousands of 
derivatives are possible. Fortunately, the pharm- 
acology of the drugs in this subclass is very 
similar, so that morphine can be used as a 
prototype. 

Most of the important effects of morphine are 
mediated through the central nervous system. 
The entire neuraxis is affected and a mixture of 
stimulant and depressant effects are seen. In the 
spinal cord, morphine has little effect on responses 
mediated through two-neuron arcs (the knee- 
jerk), it depresses responses mediated through 
multineuronal arcs (the flexor reflex in a spinal 
preparation), and stimulates responses charac- 
terized by short after-discharge(the extensor thrust 
reflex). At the level of the brain stem, morphine 
has depressant (respiratory centre) and stimulant 
(emetic centre) actions. Sensory impulses to the 
medial reticular formation and to the cerebral 
cortex are not blocked by opiates. The threshold 
for the elicitation of the cortical (electroenceph- 
alographic) response by direct stimulation of the 
medial reticular formation is not elevated, but the 
threshold for EEG-activation by painful stimula- 
tion may be increased. Both stimulant and 
depressant effects occur at the hypothalamic level, 
including stimulation of the posterior pituitary 
and depression of the anterior pituitary. The 
biochemical basis of the actions of morphine is 
not yet adequately understood. 


Our present knowledge of the neuropharm- 
acology of morphine is not sufficient to explain 
its most useful action—relief of pain. Analgesia 
after morphine is now known not to be due to any 
impairment in ability to perceive pain but is 
thought to be due to an alteration in the emotional 
reaction to pain. 
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Neuropharmacology of Morphine Addiction and 
Withdrawal 


If morphine is given over a period of weeks or 
months striking changes occur in the central 
nervous system. At the level of the spinal cord 
the flexor reflex, which was originally depressed 
by morphine, becomes hyperactive. This irrit- 
ability is manifested by an increase in the dose of 
morphine required todepress the reflex (tolerance), 
and by great overactivity if the usual dose of 
morphine is delayed. Tolerance to the stimulant 
effect on the extensor thrust reflex develops much 
more slowly and is usually not complete. When 
the drugs are abruptly discontinued, the flexor 
reflex becomes so hyperactive that the animal's 
paralyzed hind limbs are in constant bicycling 


motion. The extensor thrust reflex, originally 
stimulated by morphine, disappears during 
abstinence. The changes that occur during 


abstinence are exactly opposite in direction to the 
effects of morphine in the non-tolerant, non- 
addicted animal. The pattern of the development 
of hyperirritability during addiction in responses 
traversing multineuronal arcs probably occurs at 
all levels of the nervous system from the cord to 
the cortex. 

The cerebral cortex is not necessary for the 
development of physical dependence at lower 
levels. Chronically decorticated dogs readily 
develop physical dependence on morphine. As 
in the spinal animal, the manifestations of abstin- 
ence are directly opposite in direction to the effects 
of morphine. 

The following conclusions are warranted at the 
present time: physical dependence is a real 
physiological disturbance involving the central 
nervous system; it is associated with the develop- 
ment of hyperirritability in multineuronal arcs; 
and it is largely independent of psychological 
influence. 

The neurophysiological changes furnish a 
fairly satisfactory explanation of many symptoms 
of abstinence. Our understanding will, however, 
not be complete until we have some understand- 
ing of the physiological and biochemical changes 
occurring in individual nerve cells during cycles 
of addiction. Such changes must underlie the 
alterations in the multineuronal arcs described 
above. 
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One of the main problems in psychiatry is the 
time involved in psychotherapy. However, 
recent experience has shown that lysergic acid, in 
small doses, can expedite this procedure. Lysergic 
acid (LSD) is chemically related to ergot. Taken 
in small doses, it effects a state of reverie with a 
re-experiencing of memories even back to birth, 
accompanied by a most therapeutic abreaction. 
In our experience it can safely be used on an out- 
patient basis in suitable cases. 


Selection of Cases 

The most important factor in determining the 
patient’s suitability for treatment is his motiva- 
tion. It is often difficult to determine whether 
the patient wishes to get well, or merely to be 
looked after, and whether he has more to gain by 
getting well or by holding on to his disability. The 
person who has made a reasonable adjustment in 
life as regards marriage and occupation carries a 
better treatment prognosis than one who has been 
a relative failure. Ego strength is equally im- 
portant. The person with insufficient ego 
strength will become such a burden on the 
psychiatrist and nursing resources as to make 
him unsuitable for outpatient treatment. Alsoa 
certain amount of intelligence is necessary for the 
patient to be able to understand not only the 
meaning of the material, but also the interpreta- 
tions that may arise. 


It is difficult to give an upper or lower age 
limit without reference to the total personality of 
the patient, but people under 18 are usually too 
immature. The upper age limit is somewhere 
between 50 and 60. As LSD is an exhausting 
form of treatment, one should exclude patients 
suffering fron uncompensated cardiac lesions and 
severe hypertensives. Special enquiry should be 
made as to any history of liver damage not only 
because LSD itself is detoxicated in the liver, but 
also because Largactil is routinely used for inter- 
ruption of the treatment. 
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As neurosis in itself is often a problem not of 
individuals but of whole families, it is sometimes 
advisable to treat both partners in a marriage. 
The problems of a person undergoing LSD be- 
come intensified for forty-eight hours after a 
session and the patient may temporarily become 
more difficult to live with. 

LSD is particularly suitable for anxiety 
states with accompanying tension, but such cases 
need, as do all others, considerable support and 
encouragement between sessions. Neurotic de- 
pressives with associated anxiety also do well if 
the personality is adequate. The response in 
psychosomatic cases is variable probably because 
to a greater or lesser degree they enter all the 
diagnostic categories. We have been particularly 
successful with cases of migraine. Dyspareunia, 
ejaculatio precox, frigidity and other marital 
difficulties can often be relieved. Some homo- 
sexuals can be reorientated heterosexually pro- 
vided they really want to co-operate. We have 
found particularly gratifying results in treating 
co-operative married couples at the same time and 
in the same room. 


Contraindications 


Psychotics are unsuitable for outpatient 
treatment. Severe depressives can sometimes 
profit by LSD after E.C.T. has cleared up the 
depression leaving behind the underlying anxiety 
due to unconscious conflict. With inadequate 
schizoid personalities there is a risk of precipitat- 
ing an acute schizophrenic il!ness. 

Other contraindications are: poor motivation 
or treatment undertaken in a negative attitude and 
at the strong request of a relative; a poor level of 
intelligence; a very deprived infancy (patients 
completely deprived in infancy are often unable 
to face the experiences under LSD and there is a 
risk of precipitating a profound depression); 
monosymptomatic hysterics who present with a 
single conversion symptom, resistant to treatment 
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for many years, which is the only escape route 
from their conflicts; and a secondary gain from 
the illness when the patient has more to gain by 
holding on to his disability than by having it 
removed. 


Method of Treatment 


Diagnostic interview.—Each patient was seen on 
at least two occasions. A full history was obtained 
from more than one source and reports of pre- 
vious treatment considered. Treatment in the 
night hospital was offered to those patients who 
were working in the daytime. The procedure 
and principles of treatment were explained to the 
patient as simply as possible. 

Environmental conditions—Only four patients 
are treated on any one night, each with a room to 
himself and a bell to summon the doctor or nurse. 
The rooms are quiet and dimly lit. Both 
doctor and nurse are readily available but do not 
sit in with the patient. The majority of patients 
who have done well were those who did not insist 
on somebody being with them all the time but 
rang the bell only when they needed reassurance, 
interpretation or refreshment. 


Instructions to the patients.—Patients attend 
the night hospital at 6 p.m. once a week and stay 
the night. They can work the next morning but 
are advised not to drive a car until midday. After 
injection they are encouraged to relax and enable 
the drug to bring back any memories or fantasies. 

Dosage.—A starting dose of 40 ug LSD is given 
intramuscularly together with 5S-10 mg of 
Methedrine which potentiates action of LSD and 
lessens anxiety. At subsequent treatments the 
dose of LSD is increased by 20 pg. Eventually 
the average dose was found to be 100 ug LSD and 
15° mg of Methedrine. Anxious patients are 
started with 25 pg and very resistant ones may 
need about 200 pg. The effect of injection begins 
after about fifteen minutes and treatment is 
interrupted after four to six hours by 50 mg of 
Melleril or Largactil by mouth. Should they 
become too disturbed the treatment is discon- 
tinued by giving 50 mg of Largactil intramuscu- 
larly. Twice it has been necessary to give intra- 
venous Pentothal, but most patients need only 
reassurance and discussion of their experiences. 

Apart from LSD the patients have at least one 
interview weekly. After eight treatments it is 
advisable to discontinue for a month or so as the 
drug is cumulative. 

Precautions and support.—The anxious patient 
is given 1-3 grains of Sodium Amytal half an hour 
before the treatment. All patients are given 
Largactil to take during the following*two to 
three days, if necessary, as the effect of the drug 
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sometimes recurs during this period. The majority 
of patients undergo their treatment aione but it is 
often helpful for a husband to sit in with the wife, 
or vice versa. Between treatments, patients can 
telephone the therapist if they feel anxious. 


Reactions under lysergic acid—The first 
reactions are physical and can be divided into 
motor and sensory. The sensory ones consist of 
patients feeling alternately hot and cold. There 
is sometimes hypersensitivity to light, touch and 
smell. Some patients report tingling, numbness, 
throbbing or pain. Motor manifestations con- 
sist of muscular tension beginning in the neck, 
and sometimes crying, laughing or trembling. 
With suitable doses the major ego functions are 
not disrupted. The patient remains orientated 
for person, place and time. He does not lose 
consciousness or contact with reality but the 
access to his own unconscious is facilitated. The 
sense of time may be disorganized. With higher 
doses the patient regresses further into childhood 
or infancy and at times withdraws altogether from 
immediate reality. He can become completely 
absorbed by phenomena at the deeper psychic 
levels but can at any time “pull himself together” 
and discuss his experiences with remarkable 
insight. There is always some amnesia and some 
repression which can be reduced by discussion 
and by encouraging the patient to repeat a certain 
experience and to write it down after the session. 
Primitive impulses and wishes are often expressed 
through imagery, fantasy, identification and 
symbolization rather than by acting out. The 
patient gains insight not only into his real 
emotions and impulses but also into his own 
defences against their recognition. 

The nature of the fantasy content depends on 
the dose, the patient’s intelligence, age, education 
and cultural background. With small doses, 
these may be only recent pre-conscious memories 
and often include schoolday experiences. As the 
dose is gradually increased to the optimum for the 
patient, he will produce childhood and infancy 
memories which he will be able to relive. Some 
patients produce a stage fantasy in which their 
own problems are acted by others while they 
themselves remain merely spectators. Some 
patients are able to see their problems only in a 
form of symbolic, religious or mystic experiences. 
This is a defence through intellectualization. Not 
infrequently a patient will express awareness of 
his own feelings or of emotional tension in the 
family without being able to verbalize any 
experience. 


The role of the nurse and the therapist.—The 
nurse should be an understanding motherly type 
who gives the patient security and encouragement 
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to relive the more disturbing experiences of his 
childhood and infancy. She should be familiar 
with the principles of the treatment and should 
not herself be overburdened with unconscious 
problems which she projects on to the patient. 
The therapist has to establish a good rapport with 
the patient and understand the enhanced trans- 
ference produced by LSD. He must be able not 
only to withstand the demands produced by 
disturbed patients, but also to produce an atmos- 
phere of calm encouragement and if necessary 
interpret the material produced. Where possible 
interpretations are best left until after the session. 


Diagnostic Groups 

Of our first SO cases under treatment the pro- 
visional diagnosis was: Tension states 26, anxiety 
states 13, sexual pathology 4, character disorder 3, 
obsessional 1, conversion hysteria 2, psychopath 
1. The classification of the neuroses is notori- 
ously difficult and in many instances cases fell 
into more than one category. 


Results of Treatment 


All cases were seen not less than six months 
after the completion of treatment when the results 
were classified according to Sandison’s formula 
(Sandison and Whitelaw, 1957) as follows: 
Recovered 7, Greatly improved 8, Moderately 
improved 23, not improved 11, Worse 1. 

With careful selection and suitable dosage the 
Only serious complication is the risk of suicide. 
We had one attempted suicide which occurred in 
a man who discovered, while feeling about 2 years 
old, that his mother was a prostitute. He was 
seen daily for a week, was able to accept the 
situation and two months later came back asking 
for further treatment which, however, was not 
considered advisable. 


The following 3 cases were shown to the 
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Case 1.—Mrs. M., aged 51. A happily married 
drama teacher who had complained of severe migraine 
since the age of 9 and generalized tension since 
adolescence. She had seen many neurologists, never 
receiving any real relief. The migraine was frequently 
precipitated when she faced a difficult situation. She 
came of middle-class background and her parents were 
fairly happily married. There were 3 older brothers, 
one of whom was the father’s particular favourite. She 
had six weekly sessions of LSD in doses of 40-90 yg, in 
each case combined with 15 mg of Methedrine. She 
experienced ambivalent feelings towards her father 
and the inconsistency of her mother’s love. She felt 


her mother desperately wanted a daughter and that 
she replaced one of her brothers in her mother’s 
affections. 


In another session she felt 3 years old and 
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experienced intense jealousy of the brother who was 
her father’s favourite, and had an overwhelming 
desire, associated with guilt, to kill this brother. In 
her last session she felt 10 years old, in 1917, when the 
news came that her brother had been killed in France. 
She re-experienced her death wishes towards this 
brother, associated with great remorse and guilt and a 
horrifying feeling that her death wish had been carried 
out. Her first attack of migraine occurred when the 
family received news of her brother’s death. The 
whole experience was of deep emotional significance 
and she felt that her whole life pattern had been laid 
out before her. Now, eight months since her last 
treatment, she feels free from tension and has had no 
more attacks of migraine. 

Case I1.—Mrs. P., aged 31. A working-class house- 
wife from East London had complained of tension, 
neurodermatitis and severe dyspareunia. Her first 
marriage ended in divorce due to her sexual difficulties 
and she was frightened that this would happen again. 
She had 7 treatments under LSD starting with 40 ug 
and working up to 100 ug. She saw a great deal of her 
early deprivation and realized that her mother was her 
father’s mistress and felt that although her mother 
disliked her there was a deep bond between her father 
and herself. At the eighth and last session she saw, at 
the age of about 5, her father in his vest with his penis 
erect, approaching her and she became terrified. He 
played about with her sexually and eventually com- 
mitted fellatio, which horrified her. For the ensuing 
three days she was preoccupied with this experience 
which eventually she accepted and realized why sex 
had always been repugnant. She told the meeting 
that her sexual life was now extremely happy and that 
she was able to obtain full orgasm with real satisfac- 
tion. Her tension had also gone and her neuro- 
dermatitis cleared. She felt that her problems had 
been solved and there was no need for further treat- 
ment eight months later. 


Case I11.—Mr. C., business executive, aged 32. At 
work he had great difficulties with both his superiors 
and subordinates, combined with inability to form a 
satisfactory relationship with women. He had had 
intercourse only once and felt frightened of any form 
of intimate relationship with women although his 
dreams were heterosexual. Previously he had had 
two years psychotherapy without improvement and 
then had 28 sessions spread over eight months under 
LSD. He was the only child of unhappily married 
middle-class parents and he experienced the deep 
mixture of love and hate that he felt towards his 
mother. After some time he relived with great 
emotion experiences in which his mother made him 
masturbate her and the one occasion his father caught 
them doing this. Mr. C. told the meeting that he was 
now relieved from his tension, felt that his human 
relationships had changed completely particularly as 
regards his superiors and that he had recently fallen in 
love with a girl whom he hoped to marry. He had 
lost the feeling of uncleanness and horror that he had 
always associated with sexuality. 
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An Experiment with a Psychiatric Night Hospital 
By JosHua Bierer, M.D., D.Econ. and Soc.Sc. 
and 
Ivor W. Browne, D.P.M., L.R.C.P. & S.1. 


E1Guty million working days are lost in Great 
Britain every year due to psychiatric illness; in 
comparison, only seven million working days are 
lost through strikes. In 1952 a pilot project was 
established to determine how many working days 
could be saved by providing psychiatric treatment 
during the night for those patients who are still at 
work, but in imminent need of help. 

The night hospital occupies part of the prem- 
ises of the Marlborough Day Hospital. It con- 
sists of three 3-bed rooms, and one single bed- 
room (used for emergencies or as a treatment 
room), one small surgery for the sister, a dining- 
kitchen, bathroom and two lavatories. It func- 
tions five nights a week from 6 p.m. to 9a.m. One 
consultant psychiatrist is responsible for three 
nights and a second for two nights of the week. 
Each consultant has a registrar working with him. 
The registrar is not resident, but is on call after he 
leaves at 10 p.m. One sister works two full nights 
from 6 p.m. to 9 a.m. and two evenings from 6 
p.m. to 10 p.m. A second sister works one full 
night and two nights from 10 p.m. to 9a.m. A 
nursing orderly works three nights from 7 p.m. 
to 11 p.m., and a ward orderly for twenty hours 
a week who is responsible for the preparation 
of dinner and breakfast. 


The Experiment 


Of the total number of 218 patients treated in 
two years, 76 were emergency cases, i.e. those kept 
in the hospital for one or two nights either as a 
safety measure or as part of their treatment, of 
which only 5 were kept for five nights. 54 were 
treated with LSD and with individual psycho- 
therapy by a consultant psychiatrist. He chose 
to treat the young to middle-aged and mainly 
professional men and women of good intelligence, 
personality and motivation, diagnosed as suffer- 
ing from psychoneurosis. His report will appear 
elsewhere. 

The remainder were the more chronic patients, 
including the psychotic or the psychopath. To 
treat the latter type of patient with LSD appeared 
—according to literature—inadvisable, contra- 
indicated or even dangerous. Hoch et al. (1952) 
report that the mental symptomatology of 
schizophrenic patients was markedly aggravated 
by Methedrine and lysergic acid, and that they 
disorganized the psychic integration of a schizo- 
phrenic much more than that of a normal person. 


London 


Working Hypothesis 

We thought this so-called “disorganization of 
the psychic integration” must be a temporary 
removal of the ego-defences and possibly could be 
used therapeutically. It was presumed that group 
participation might provide the atmosphere of 
security and belonging in which the sensitized 
patient could achieve a deeper degree of insight. 
It was therefore decided to combine LSD or LSD 
plus Methedrine, with group psychotherapy. The 
plan was to run several consecutive groups, two 
of which should meet five nights a week for the 
first four weeks; two, three nights a week; two, 
two nights a week; and one, one night a week. 
The seven groups involved a membership of 103 
patients, but as the sixth and seventh groups are 
still running, the report is confined to the first five 
groups with a total membership of 75. Tables 
I-III show the diagnosis, duration of symptoms 
and work distribution in the various groups. 


TABLE I.— DIAGNOSES 


Groups 
Schizophrenia ad- 
vanced schizoid states.. 4 6 7 8 § 30 
Depression 2 @ 1 0 10 
Psychopath 2 2 I 2 4 11 
Anxiety 1 3 2 1 2 9 
Homosexuality 1 2 0 0 4 7 
Total 13 17 14 13 18 75 
Tasie OF SYMPTOMS 
Groups 
2 Total 
Over 10 years 24 
1-5 years i 1 1 1 2 6 


Total 13 17 14 13 18 75 


Taste I11.—Work DISTRIBUTION 
Groups 
2 & § Tout 
At beginning of treatment 
Not working . 32 


Total 1317 14 13 18 75 


During treatment 
Got a job 
Gave up work .. 


The original policy of opening the Night Hos- 
pital only for patients in full-time employment 
was modified to admit a certain number of 
patients who were not working. 
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Objects of the Investigation 

(1) To discover whether it was contraindicated 
to give LSD plus Methedrine to the chronic 
patients including psychotics, psychopaths and 
the emotionally immature. However, in spite of 
severity of illness there were no accidents, except 
for one girl who committed suicide, not under the 
influence of LSD, but impulsively in reaction to 
an unhappy love affair. On the other hand for a 
long time we successfully supported a number of 
suicidal patients, including one who was a hope- 
less drug addict. He said that the group experi- 
ence kept him going and that he was happier than 
he had ever been before, but when the group dis- 
continued he relapsed and was transferred to a 
mental hospital, and later committed suicide. 


Indications for LSD in this type of patient 
depended on: (a) The strong group cohesion 
which acted as a support. (b) The therapist's 
awareness of the psychopathology of the patient 
and his good relations with him. (c) The inter- 
ruption of treatment with Largactil and in some 
cases hospitalization for twenty-four hours if 
necessary. (d) Not giving LSD to a reluctant 
patient. 


(2) To find out if such a combination of treat- 
ments can be used with reasonable success with 
such chronic patients. Even those patients who 
were working had manifested chronic symptoms 
for years. From the 75 patients in the first five 
groups none had shown symptoms for less than 
one year, only 6 for from one to five years, and 44 
patients had had persistent symptoms for more 
than ten years. 


IV.—REeEsuLts 


Groups 

2 8 @ Tee 
Suicide 0 0 0 1 1 
Sent to mental hospital 7 
Not improved x 3 @& 20 
Slightly improved 2 7 
Much improved 3 2 1 0 4 10 


Total 13 17 14 13 18 78 


Table IV shows that Group 4 produced no 
results and Group 3 small results. It was at first 
presumed that Group I produced better results 
because they met five times a week in the first 
month, but Group 4 did not confirm this. 


(3) The third objective, regarding the optimum 
number of meetings a week, must be left un- 
answered for the time being. 


(4) To assess the effect of the constitution of a 
group on the curative result. Further work is 
necessary, but it is clear that to include 50% of 
schizophrenics in a group markedly reduces the 
chances of success. 


(5) To find the optimum number for this 
particular kind of group. There was no general 
optimum, but each psychiatrist had his own 
optimum with each particular type of method of 
group treatment. The optimum for the therapist 
conducting this experiment was between 12 and 
14 members. 


Effect 

LSD acts as a strong disinhibiting factor 
revealing material and traumata that have been 
deeply buried for a very long time. 

An illustration is a young woman who four years 
ago, at the age of 20, married a man whom she loved 
very much. 

She wanted to have a family, but whenever her 
husband approached her she experienced a complete 
vaginismus and it was impossible to consummate the 
marriage. She had prolonged out-patient treatment 
with drugs and psychotherapy without result and 
analytic treatment in our hospital did not unearth any 
relevant subconscious factor. However, under LSD 
in the presence of the whole group she disclosed that 
she had a great shock when she had a hemorrhage in 
school at the age of 9, i.e. experiencing an early men- 
struation without any preparation. A further shock 
occurred when her mother, who was sent for, told her: 
“You will bleed like this throughout your life.” She 
interpreted this literally. Her mother also said: “You 
must never go near a man.” After revealing this to 
herself and the group she became extremely vivacious 
and eloquent, and attempted to undress and make love 
to the therapist before the whole group, shouting con- 
tinuously: “I want my husband, I want my husband.” 
After another fortnight of syntho-analytic treatment 
the marriage was consummated, and she and her 
husband are now happily settled. 

The second function of LSD is that it helps to 
produce an unusually intensive, intimate and 
well-knit group atmosphere, which can help even 
those patients who do not have LSD. 

A woman of 42 had been in a mental hospital four 
times, and contends that her relapses occurred be- 
cause, after the protection of hospital, she was unable 
to adapt to normal conditions. In the group she 
found the atmosphere and the support she needed. 
She has remained well for two years, held a responsible 
job, made good social relationships for the first time 
since her original illness and is engaged to be married. 
She feels that her greater stability has been achieved as 
the result of being part of the treatment group and 
that through this her last discharge from hospital was 
successful. 

The other case who had no LSD but was helped by 
the group atmosphere was a man of 37. He was 
referred to us complaining of irritability and inability 
to relax at intervals for the past six years, following an 
attack of virus pneumonia. Recently he had been 
upset by the noise of the four children at home, and 
for six weeks had been living in quiet lodgings, but had 
not improved. This case has been puzzling. It was 
significant that this man had great control over a very 
strong temper, and that he always left the room during 
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a disagreement with his wife. It became clear to the 
group that he left his home and family because sub- 
consciously he was afraid that he could control his 
temper no longer. This assumption seemed confirmed 
when he told us spontaneously that his only friends 
were three convicted murderers, which influenced our 
decision to abstain from giving him LSD. The patient 
maintains that the group helped him to open up. He 
had been always a very silent man, unable to express 
himself, but now he can talk with his wife for hours on 
end. He has returned home and is happily settled 
there and in his work. 

There are a number of patients who refuse 
LSD and there are some on whom LSD appears 
to have no effect. The “burnt out” schizo- 
phrenics fall into the latter category. There are 
others who react in a variety of ways, where the 
therapeutic value must be considered doubtful. 
These patients may experience a distortion of 
colour, sound, time, and of their own figures, or 
they may live through wonderful fantasies. 

Finally, there is the case where it was difficult to 
define which factor produced an unexpected 
result: the abreaction or specific insight she 
gained from LSD, the atmosphere of the group, a 
strong attachment to the therapist, some other 
factor, or a combination of all these factors. 

This patient was a young woman of 30. She had 
had three dreadful experiences in her life. She had 
been seduced by her father, been let down by a married 
man, and a priest with whom she was having an affair 
had died in her arms. She became a nun, but after 
seven years had a schizophrenic breakdown. She was 
released from her vows, and was so ill that she entered 
a mental hospital six times in five years. She now 
appears to be completely different. She is not only 
free of her symptoms and feeling well, but is, for the 
first time in her life, holding down a responsible job. 


Conclusion 


We believe that the night hospital, although 
still in the experimental stage, is an important 
aspect of the part-time psychiatric service. The 
use of LSD as part of an active and interpretative 
dynamic psychotherapy seems to be indicated in 
acute neurotic cases and some sex difficulties. 
The experiment in LSD as part of individual and 
group psychotherapy in psychotic cases seems to 
be encouraging enough to be continued on an 
experimental basis. As to the use of LSD plus 
individual and group psychotherapy in chronic 
psychopathic and emotionally immature cases 
nothing definite can yet be stated. There is no 
contraindication where LSD cannot be given, if 
certain precautions are taken. LSD should not 
be considered as a treatment in itself, but as part 
of a system of treatment. It is too early to assess 
the number of working days which were saved. 
However, our experiment has convinced us that 
the night hospital can prevent some patients from 
experiencing breakdown by allowing them to 


Proceedings of the Royal Society of Medicine 


48 


remain at work, and does not jeopardize their 
chance of promotion through absenteeism and 
the stigma connected with mental illness. 
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DISCUSSION 
Dr. J. T. Robinson (Horsham): 

We have had some experience of LSD as an aid 
to individual psychotherapy, but have not used it 
in group therapy. We became concerned at 
Roffey Park Rehabilitation Centre with some of 
the difficult patients—chronic neurotics, chronic 
psychosomatic disorders and personality dis- 
orders—who had received a wide range of treat- 
ment at many hospitals and out-patient clinics 
without any lasting benefit. On the basis of 
recent reports on LSD in such cases we have in 
the past year done over 260 abreactions with doses 
ranging from 50-300 ug on patients who were at 
Roffey Park for seven to twelve weeks. Since we 
have only been using this therapy for a short time, 
we can only refer to the immediate clinical results 
based on the capacity of the individual to go back 
to work, and symptomatic improvement. 


| 
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The first problem is how LSD performs its 
alleged therapeutic role. It is obvious that the 
drug is a “deep-seated” abreactive agent, i.e. able 
to produce the discharge of repressed experiences 
with an appropriate emotional response. The 
setting in which this response occurred may be 
the central reason for any alleged therapeutic 
value, the core being the relationship between the 
patient, therapist and his assistants. In 37 
patients who have completed treatment, we have 
observed three types of reaction: 


(1) Those who had a good catharsis with the 
reliving of repressed experiences, 22 cases. Of 
these 12 were much improved, able to discontinue 
treatment and to resume normal life on a level 
equal to that attained prior to illness, including a 
return to full work. Such patients were considered 
capable of enjoying all normal social relation- 
ships and family life, but only 4 were completely 
free from symptoms. 


(2) Those with unspecified response in which 
they have been able to express hostility and sibling 
rivalry without any repressed memories, 6 cases. 
Of these, 3 came into the category of “greatly 
improved”, with | completely symptom free. 


(3) Those who responded with no catharsis of 
any kind other than slight autonomic response 
and toxic effects, 9 cases. Of these, 4 were 
“greatly improved”, but only 3 were completely 
free of symptoms. 

It would seem that not all patients who show 
really marked improvement and freedom from 
symptoms have a definite catharsis including the 
recall of repressed memories with appropriate 
emotional response. Nor can we understand why 
some 50°, with unspecified responses should get 
well and be symptom free though probably factors 
other than LSD played a significant part. Similarly 
with those in whom only autonomic and toxic 
responses were experienced and no catharsis, 
factors other than LSD are clearly operating to 
lead to marked improvement in a high proportion 
of cases. One cannot disregard the fact that in 
Roffey Park all patients are given a thorough 
physical examination, that the whole Centre is 
geared to a rehabilitation programme, including 
occupational therapy, and encouragement for 
social participation of all patients, and in addi- 
tion, following treatment, psychotherapeutic 
sessions are held the day after LSD. This must 
definitely affect the results. 


Duration of Symptoms Prior to Admission 

24 patients with symptoms varying from six 
months to three years prior to admission have 
completed treatment and been discharged. Of 
these 50°, were much improved or symptom free. 
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Those with symptoms of between three to fifteen 
years’ duration number 13, and of these 4 were 
improved, but only 1 was symptom free. Again, 
these numbers are too small to draw any definite 
conclusions, but they seem to indicate that the 
longer the duration of symptoms, the less effect 
LSD has in leading to a clinical improvement. 
In the particular group of patients with symptoms 
of over three years’ duration, it is of interest that 
several produced no “catharsis” and one of these 
was symptom free. It seems obvious that the 
more recent the onset of symptoms, the better are 
the results, and our impression is that there is 
considerable doubt as to the value of this 
treatment. 

Dr. Ling has emphasized how LSD speeds up 
the psychotherapeutic process, but I am con- 
vinced that before any patient is given LSD there 
must be a thorough anamnesis of all environ- 
mental and personal factors. There must also 
be some understanding by the therapist of the 
underlying dynamics. Furthermore, it is neces- 
sary for the patient to have some intellectual in- 
sight through established psychotherapy prior to 
LSD therapy. 


Not all patients benefit by LSD and while the 
immediate results may be striking, it is the long- 
term progress that really matters; in this regard 
we have had no less than 6 patients in the last six 
months who had been given LSD for varying 
periods prior to admission but were no better as 
a result of such treatment. One of the difficulties 
about using LSD is that, like all other abreactive 
agents, those using it always seem to obtain 
material that they want and in which they happen 
to be interested, just as Freud, when he was 
interested in daughters sleeping with their fathers, 
got no fewer than 10 consecutive hysterics who 
remembered such events, which he afterwards 
realized was, of course, nonsense. Thus I am 
quite certain that many of the birth fantasies 
which are being reported are the result of the 
therapist’s suggestion to the patient. It is of 
interest that we have had no birth experiences in 
any of our abreacted patients. 

Of essential importance in the use of any 
abreactive drugs is the abreactor rather than the 
drug itself, and this is, I feel, of even more im- 
portance in using a drug like LSD. Ass in every 
treatment, the attitude of the patient to the treat- 
ment is very important and may well determine 
the results. Also the patient’s attitude to the 
therapist carrying out this role and the therapist's 
attitude to the patient are important. A further 
consideration, often overlooked and not measur- 
able, is the intellectual insight which may not be 
obvious but which has been inculcated to some 
degree in the patient by previous’ therapies. 
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Dr. Ling has stressed the importance of motiva- 
tion and in this I agree. A point which may be 
relevant is that there is no evidence of the com- 
parable value of LSD in the various social cul- 
tures nor between private patients who pay for 
their treatment and National Health Service 
patients. Those who can afford to pay for treat- 
ment and not have their treatment paid by others 
are men and women who have shown a capacity 
to live with their difficulties, indicating a basic 
stability of personality of some degree which is 
important in treatment and is supported by a 
strong motivation to get well. Such people are 
seldom basically dependent types, but usually 
have drive and aggression, demanding quick 
action. They will respond to any form of therapy, 
but whether LSD is better for such patients than 
any other treatment has not in fact ever been 
Statistically confirmed. The enthusiasm and 
suggestibility of the doctor using the drug has far 
more influence on the success of treatment than 
anything else. 


Cases Who Do Not Respond to LSD 


Dr. Ling has given some contraindications to 
the use of LSD and to this I would add our 
experience with certain other types of cases which 
do not respond well to LSD. 


(a) One of the most difficult to treat is the 
patient with acute anxiety symptoms superim- 
posed on a basically passive, dependent person- 
ality. Such patients are always insecure and 
vulnerable, and LSD does not help them. In 
fact, the LSD experience arouses tremendous 
fears and makes such patients much more dis- 
tressed and regressed. They can also be made 
extremely depressed and suicidal. 


(5) Another type is the long-term, parasitic, 
hysterical personality with hypochondriasis and 
paranoid features. Such patients are always 
demanding, but LSD increases this and further 
stimulates their paranoid features. In fact, such 
patients should not be given LSD. One case that 
we had was sent to a mental hospital where she 
will remain for a considerable time. There is an 
added danger that in such patients the trans- 
ference situation is very difficult to resolve. 


(c) The narcissistic, histrionic hysteric who is 
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shy and fearful also regresses and, becomes very 
much more dependent. 


Obsessional Neurosis 


We are not convinced of the value of LSD in the 
ritualistic, handwashing or ruminative obsessional 
neurosis. The characteristic psychopathology of 
these cases is their chronic inhibition and restric- 
tion of any capacity for emotional expression. 
Such patients are always indecisive, have a tre- 
mendous deep-seated hostility which is destructive 
and terrifying associated with a considerable fear 
of letting go lest they themselves suffer punish- 
ment. This destructiveness is usually directed 
against near loved ones and is therefore associ- 
ated with considerable guilt, and there is a related 
basic incestual attachment to the parent of the 
opposite sex, jealousy and a desire for the death 
of the rival of the same sex. There is no doubt 
in my experience that LSD provides one of the 
most dramatic abreactions in such patients to 
confirm Freud’s observations in his classical 
description of the obsessional syndrome. 

I do not consider that LSD has any effect at all 
on rituals or in assuaging guilt, and it is almost 
folly to give LSD to any obsessional neurotic 
without a previous long period of psychotherapy 
based on “here and now” relationship and re- 
actions between the patient and the therapist. I 
very much doubt that these abreactive drugs are 
short cuts to perform what psychotherapy should 
do. 

We have used LSD alone and LSD with 
Methedrine, and are convinced that Methedrine 
should never be used with LSD in any case with- 
out a previous trial of LSD alone. The reactions 
to the combined therapy are always much more 
severe and the symptoms may be terrifying not 
only to the patient but also to the staff dealing 
with these cases. Such patients, following LSD 
and Methedrine, require far more attention and 
reassurance. 

LSD has never been compared with other drugs 
and used in controlled experiments. Until such 
a study is carried out, and this we are attempting 
to do at Roffey Park, we have no evidence that 
LSD has a greater value than other drugs, and at 
present there is nothing to indicate that it is in any 
way superior to other abreactive agents. 
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A Bone Bank 
By C. W. MANNING, F.R.C.S. 


IN 1949 a bone bank was formed at the Royal 
National Orthopedic Hospital. The bank has 
proved useful in cases in which, for reasons of 
youth or other causes, it was preferable to avoid 
using autogenous bone. The bone has been 
obtained at operation under aseptic conditions 
and prepared for storage as soon as possible, 
always within six hours of operation. The main 
sources are amputated limbs and ribs removed at 
thoracotomy. Ribs removed during  thora- 
coplasty for pulmonary tuberculosis were used 
originally. 

Hausmann (1951) examined bone obtained at 
69 consecutive thoracoplasty stages in 34 patients 
and failed to demonstrate acid-fast bacilli histo- 
logically or bacteriologically. Marsh and Barton 
(1952) examined 66 ribs removed during thora- 
coplasty, histologically and bacteriologically, and 
found no evidence of tuberculous infection. They 
also performed sternal puncture in 3 cases of 
acute disseminated tuberculosis and failed to 
demonstrate acid-fast bacilli. However, James 
(1953) reported 4 cases in which it was believed 
that tuberculous infection had developed in 
wounds following spinal fusion, in which bone 
bank ribs had been used, obtained at thora- 
coplasty in cases of pulmonary tuberculosis. 
Since September 1952 no bone has been used in 
which the donor had any tuberculous disease. 

Turner (1938) has shown that Treponema 
pallidum retains motility and virulence in rabbits 
after exposure to temperatures of —78C for 
four months. No bone is retained in the bank 
unless the donor's Wassermann reaction is 
negative. 

Bush (1947) found that blood types appeared 
to have no influence on incorporation of homo- 
genous bone grafts. He further stated that the 
Rhesus factor in red blood cells was not important 
in bone grafting. 

Shutkin (1954) showed that homologous 
serum jaundice virus could survive refrigeration 
at 10 C to 20°C for four and a half years. 


NOVEMBER 


Virus survived in serum containing 1:2,000 
Merthiolate and could be transmitted by | c.c of 
blood or blood product containing virus. En- 
quiry is made about the history of jaundice in 
donors. 

Most of the amputations are performed for 
peripheral arterial insufficiency and in some cases 
frank gangrene has occurred before operation. 
Provided there is no evidence of infection proximal 
to the gangrenous area, usually of the toes, the 
bones in the remainder of the limb are prepared, 
and used after bacteriological tests have shown 
no evidence of infection. Patients who have 
septicemia or neoplastic disease are excluded. 


Technique 

The bone is prepared in a clean operating 
theatre under normal aseptic conditions. A 
wooden-topped trolley with wheels removed is 
useful. A good work bench can be prepared by 
covering a shelf with sterile mackintoshes and 
towels and draping the wall behind with sterile 
towels fixed to a curtain rail, which ensures that 
any fragments projected during preparation and 
falling back on to the sterile area have not become 
contaminated by touching the wall (Fig. 1). 
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The limb is unwrapped on a separate sterile- 
topped trolley, the skin painted with antiseptic 
and wrapped in sterile stockinette after the 
application of Benzo-Mastiche. It is then 
transferred to the wooden-topped table and soft 
tissues are separated from the bones as far as is 
possible, subperiosteally (Fig. 2). As each bone 
is freed it is carried to the prepared work bench 
and all remaining soft tissues and articular 
cartilage are removed. Vices with projecting teeth 
are most useful (Fig. 3). A tray to catch bone 
accidentally dropped from the vice during 
preparation may save a great deal of disappoint- 
ment. The handling of the bone, except by 
instruments, is avoided. Shafts of long bones are 
divided longitudinally in two planes and stored 
in bottles in about four-inch lengths. Can- 
cellous bone such as that obtained from the 
expanded ends of long bones and from the 
tarsus is stored separately and is broken up into 
small fragments after confirmation of its sterility. 

The bone is stored in standard 16 oz screw- 
capped jars which are prepared as follows: Each 
jar is half filled with distilled water and auto- 
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claved for twenty minutes at 15 Ib pressure. 
When required | c.c of 100,000 pg/ml strepto- 
mycin and | c.c of 100,000 units/ml! penicillin is 
added aseptically and a label with the date of 
preparation is fixed to the top of the lid so that 
the label is broken when the lid is unscrewed. 
This represents approximately 300 units of 
penicillin per ml and 300 ug of streptomycin per 
ml in the solution. 

The bone is then stored in a refrigerator at a 
temperature of 10 C. After a week’s storage 
a bacteriological check on the bone in each jar is 
made and if there is no growth after culture 
using penicillinase these jars are marked as ready 
for the preparation of bone chips. 

The breaking down of the cancellous bone 
into chips or bone blocks (Fig. 4) is carried out 
with the same aseptic precautions, and the jars 
of chipped bone stored. A week later another 
bacteriological check is made and if satisfactory 
this bone is ready for use. A careful and perma- 
nent record is kept.of the origin of all bone and 
its subsequent use (Fig. 5). 

After use at operation fragments of chipped 
bone and the empty jar with its solution are sent 
for examination, the solution is centrifuged and 
after the supernatant fluid is decanted the 
remaining bone fragments and fat are cultured, 
using penicillinase. No virulent organisms have 
been demonstrated so far at these examinations. 
After about six months’ storage the bone darkens 
in colour but has shown no evidence of infection 
and has not given rise to untoward effects when 
used for grafting but normally the turnover is 
such that the bone is used within this period. 

During the last three years Dr. Hubert Sissons 
and Mr. John Chalmers have carried out experi- 
mental studies in the incorporation of bone 
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grafts in animals at the Institute of Orthopedics. 
They found that there was no appreciable 


difference in the behaviour of freeze-dried homo- 
grafts sterilized by irradiation and fresh homo- 


grafts, and during the last fifteen months we have 
been using bone prepared in this way for grafting 
in humans. 

Cadaveric cortical and cancellous bone is 
obtained without sterile precautions, shafts of 
tibia, iliac crests and condyles of femur and 
tibia being most suitable. Patients who have 
died from neoplastic disease, septicemia or 
tuberculosis are excluded. The bone is stored in 
a refrigerator at 30 C until it is ready for 


preparation. Cortical bone is cut into suitable 
lengths and cancellous bone is broken up by 
hand or by bone mill, the particle sizes depending 
upon the purpose for which it is to be used. The 
bone is then freeze-dried by exposure to a very 
low vacuum in the region of 0-01 mm Hg at a 
temperature of 30°C in the presence of 
phosphorous pentoxide which absorbs most of the 
extracted water vapour. It has been shown that 
dehydration of biological material at a low 
temperature causes much less tissue damage. 
This process continues for three weeks and then 
for a further three weeks the drying is continued 
at + 37 C, having proceeded far enough by then 
to avoid danger of serious tissue damage. The 
period of six weeks has been evolved from 
repeated test weighing of these materials. 

The bone is then sealed in glass vessels at the 
same low vacuum and is then subjected to 
irradiation by radioactive cobalt, the dose being 
4 mega rads. Dr. Sissons’ previous experimental 
studies had shown that all known bacteria and 
spores were killed by exposure to 2 mega rads. 
The glass changes colour after irradiation, which 
eliminates the danger of mixing irradiated and 
non-irradiated bone. It is possible to test the 
vacuum by the fact that when a high voltage 
current is passed the tube glows. Tubes can be 
stored at ordinary temperatures for an indefinite 
time (Fig. 6). 


Acknowledgments.—1I am indebted to Mr. R. J. 
Whitley, Medical Photographic Department, 
Institute of Orthopedics, for the photographs. 
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Pulmonary and Pleural Complications of Pott’s Disease 
By F. HARWooD STEVENSON, M.D., M.R.C.P. 


Primary Tuberculosis 

In children a primary tuberculous lesion may 
still be present in the lung of a patient in hospital 
with Pott’s disease. In the very young child the 
importance of this may be considerable. En- 
larged mediastinal glands and consequent ob- 
struction of a bronchus with resultant collapse 
of a lobe or segment of lung are by no means 
uncommon. If such a collapse remains un- 
expanded not only may there be bronchiectasis 
later in life, but tuberculous spread of infection 
in the lung may occur if the bronchus reopens at 
a later date to discharge infected material. 
Equally. such infected material may transmit 
disease to other persons. 

A girl of 18 who had had her primary infection 
with such a segment of collapse at the age of 8, 
ten years later developed a loud whistling 
rhonchus in the right upper chest on exertion. 
The bronchus had reopened and she developed 
adult-type pulmonary tuberculosis and had to 
have a lobectomy. 

A young child in such a state will sometimes 


Fic. 1a.—Bilateral extensive infiltration 1950. 


respond to bronchoscopy, but should be watched 
in consultation with the chest physician. The 
lung may re-expand with chemotherapy. 
Hematogenous Infection 

The presence of bone tuberculosis obviously 
means that a hematogenous spread has occurred 
and there may be lesions in other organs, e.g. 
lung, spleen, liver, kidneys, &c., as well as the 
one symptom which brought the patient for 
treatment. 

Adult-type pulmonary or genito-urinary dis- 
ease, apart from surgical intervention, has been 
found to require up to two years’ chemotherapy 
if the relapse rate is to be kept low. 

Adult-type Disease 

Tuberculous infiltration without cavitation or 
fibrosis does extremely well with conservative 
treatment of the orthopedic lesion and chemo- 
therapy. The former involves a period of rest 
far longer than that given for a pulmonary 
lesion. We are used at the Royal National 
Orthopedic Hospital, Stanmore, to seeing such 


Fic. 1B.—Same patient as in Fig. 14 after treatment. 
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Fic. 2a.— Postero-anterior view. Patient with 
lower thoracic Pott’s disease and lateral extension of 
the cold abscess to the right. 


infiltration disappear during the course of treat- 
ment. The chest X-ray appearances in such a 
patient are shown in Figs. 1a and Bs. The 
sequence is typical of such cases seen here. 


Pleural Involvement 

Post-primary: Many people have a_ pleural 
effusion as part of the post-primary hemato- 
genous dissemination. On the other hand, 
patients with Pott’s disease may also have a 
pleural effusion while they have symptoms from 
their spinal lesion. 63 patients at Stanmore with 
Pott’s disease had a history of pleural effusion; in 
24 this had been post-primary and in 3 had 
possibly resulted from adult-type pulmonary 
disease spreading and involving pleura, while in 
7 effusion had immediately followed an operation 
such as costotransversectomy or anterolateral 
decompression; the intervention immediately 
outside the parietal pleura in many such cases 
results in effusion which follows the usual 
course of three or four weeks with typical 
pyrexia, but without pus formation. In_ the 
remaining 29 patients the effusion had formed 
during the history of their orthopedic lesion, but 
without any adult-type pulmonary disease or 
operative interference, and in 25 had _ been 
associated with thoracic spinal disease. Of the 
other 4, one was doubtful, 2 had lumbar lesions, 
1 had a fresh hematogenous dissemination with 
meningitis and death. 

In this hospital before 1953, 1 in 6 of a series 


Fic. 28,—Lateral view of same patient as in Fig. 
cold abscess bulging forward from the 
back, 


Mes 


Fic. 2c.Same patient as in Figs. 2a and B: 
lateral view after repeated aspirations with the small 
remnant of the shadow of the cold abscess. 


of 150 patients with thoracic Pott’s disease 
developed a spontaneous pleural effusion; this 
percentage may well be reduced by early and 
adequate chemotherapy. The paravertebral 
abscess lies exactly outside the parietal pleura. 
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Fic. 3a.—Patient with 
the costophrenic angle and the shadow of a lateral 
extension of the cold abscess in the middle zone. 


Fic. 3p. 
view showing the bulge forward of the left lateral 
cold abscess extension. 


Same patient as in Fig. 3a. Lateral 


Although the temperature usually settles in a few 
weeks and a good deal of fluid may absorb 
spontaneously, active treatment is necessary. 
Fluid should be aspirated and re-aspirated to 
empty the cavity as soon as possible and adequate 
breathing exercises, preferably with the patient 
tilted towards the other side, should be instituted 
to avoid adhesion of the diaphragm to the chest 
wall, diminution of its range of movement and 
loss of the costophrenic angle. In a young man 
the loss of pulmonary ventilation resulting from 


thoracic Pott’s disease 
showing on the left side a pleural effusion rising above 


Fic. 4a. 
who had had an untreated right lateral extension of 


Patient with old thoracic Pott’s disease 


the cold abscess. The slightly shrunken shadow with 


some calcification in its wall can be seen filling the 
right middle zone. 


Fic. 48.—Lateral view of same patient as in Fig. 4a. 


a mismanaged pleural effusion may not be 
serious, but in thirty years’ time when he is 
becoming somewhat bronchitic or emphysema- 
tous it may be serious. If fluid is left, gross 
thickening of the pleura may form and recently 
we had such a patient who required decortication, 
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As an adjuvant to rapid absorption and preven- 
tion of pleural thickening and adhesion pred- 
nisolone may be used for three to four weeks: 
anti-tuberculous chemotherapy is given at the 
same time and a short stimulant course of ACTH 
gel after the prednisolone to counteract the 
depressant effect of the steroid upon the patient's 
own adrenals. 

The new transpleural operative approach to 
thoracic spinal disease often results in a tem- 
porary effusion which the surgeon usually drains; 
but once again I would stress the necessity for 
ensuring the minimum final damage to lung 
function. 


Lateral Extrapleural Extension of Paravertebral 
4hscess 

Not infrequently a lateral extension of a cold 
abscess behind the parietal pleura will occur and 
bulge forward in the middle of a lung field, 
throwing a_ hazily outlined shadow, which 
clearly does not go down into the costophrenic 
angle and may even have a clearer zone separating 
the area of maximal density from the mediastinal 


Introduction.—This paper is based on personal 
observations of 26 cases of dislocation of the 
hip. 21 of these have been fracture dislocations. 
This large proportion of fracture cases is partly 
due to the inclusion of cases of central dislocation 
and partly because complicated cases have been 
referred for further treatment, or second opinion. 

Type of case.—The injuries have been divided 
into three main types: (a) Dislocation with 
fracture of the acetabular rim. (5) Dislocation 
with fracture of the head of the femur. (c) 
Central dislocation of the hip. 

Dislocation complicated by fracture of the 
shaft of the femur has not been included. 

General considerations.—Up to the advent of 
motor transport dislocation of the hip and 
particularly fracture dislocation was rare. Sir 
Astley Cooper (1826) describes a wide variety of 
dislocations but does not appear to have appreci- 
ated that there may be associated fractures of the 
acetabulum or head of the femur. He does 
mention, however, the possibility of obstruction 
to reduction by an inturned labrum acetabulare. 
Nowadays, dislocation of the hip is a common 
injury from road accidents and it is often com- 
plicated by fracture. Armstrong (1948) in his 
review of 101 cases quotes 55 dislocations com- 
plicated by fracture. Thompson and Epstein 
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shadow. This type of spread exposes a large area 
of parietal pleura to tuberculous pus and may 
be followed by an effusion. It is in these cases 
possible to aspirate fluid from the pleural cavity 
and pus from the extension of the paravertebral 
abscess posteriorly. A lateral radiograph will 
show the paravertebral abscess bulging forward 
from the spine. An injection of streptokinase 
may be necessary to thin the pus for aspiration. 

Figs. 2A and B show such a patient in the 
postero-anterior and lateral views before aspira- 
tion, and Fig. 2c shows the end-result after a 
number of aspirations. Figs. 3a and B are the 
postero-anterior and lateral views of another 
patient; Fig. 3A shows clearly both the pleural 
effusion filling the costophrenic angle, and the 
central shadow in the left lung field which is the 
extrapleural cold abscess posteriorly. 

Figs. 4a and Bp show such a case which has 
never been dealt with; an irregularly shaped 
abscess may be seen both in the postero-anterior 
and lateral views with some calcification in its 
walls encroaching to a very considerable extent 
upon the lung field on that side. 


Fic. 1. 


Dislocation of the right hip with a large 
fragment of bone separated from the postero-superior 
rim of the acetabulum. 
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Fic. 2.—Anexample of a large acetabular fragment 
The hip was stable. 


left in the unreduced state. 


Fic. 3.—Fracture dislocation with instability after ten days. The acetabular fragment 
was reduced at operation and fixed with two screws. 


(1951) had 81 cases in a series of 111. With the 
increased speed and the growing congestion of 
road traffic it is likely that the incidence of this 
type of case will increase. 


Dislocation with Fracture of the Acetabular Rim 


This is the most common variety (Fig. 1). The 
postero-superior rim of the acetabulum is broken 
off as the head of the femur displaces. The 
management of the case depends upon three 
factors: (1) The presence or absence of sciatic 
nerve involvement. (2) The accuracy of reduc- 
tion. (3) The stability afterwards. 


(1) Sciatic nerve involvement..—Cases of frac- 
ture of the acetabular rim with sciatic nerve 
symptoms should always be explored. A number 
of cases have been reported where the nerve was 
directly impaled by a small fragment of bone 
(Armstrong, 1948; Stewart and Milford, 1954). 


REDISLOCATION AT TEN DAYS 
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Fic. 4. 


Fracture of the femoral head with somer- 


saulting of the fragment requiring excision of the 


fragment. 


(2) The accuracy of reduction.—Nothing short 
of a perfectly concentric reduction of the head 


of the femur into the acetabulum can be accepted. 
Any imperfect reduction due to obstruction from 
a retained portion of acetabular rim must be 
explored. Such a case has been known to require 


an osteotomy to correct a fixed abduction 
deformity a year after the injury.. 

(3) The stability after reduction.—The stability 
of the joint may be affected by the acetabular 
fracture, although surprisingly large fragments 
can be left unreduced, as is shown in Fig. 2. 

The degree of displacement can sometimes be 
displayed by stereographic X-rays, or by taking 
an oblique view. This has been advised by 
Urist (1948) and is made by tilting the pelvis 60 
degrees upwards towards the tube. This brings 
the back of the acetabulum into profile. In- 
stability may be obvious from the outset, but in 
doubtful cases a test of stability should be made 
in seven to ten days. The size of the fragment is 
no guide to the degree of instability. Fig. 3 
illustrates a case where the hip was found to be 
unstable when examined under general anesthesia 
a week after reduction. Screwing of the ace- 
tabular fragment produced perfect stability. The 
hip was exposed by the posterior Gibson 
approach. Usually it is unnecessary to remove 
the gluteal attachments from the trochanter, but 
if access to the acetabulum is difficult there 
should be no hesitation in detaching the great 
trochanter. One of the big disadvantages of this 


approach is the possibility of myositis ossificans. 
This has occurred four times. It is considered 
to be due to early exercise and since immobilizing 
the hip in a short hip spica for the first six weeks 
no myositis has occurred. However, Armstrong 
(1948) quotes an example in a patient treated by 
active exercise throughout. Stewart and Milford 
(1954) found that new bone formed in_ the 
majority of cases treated surgically, especially 
those treated by the posterior approach. They 
did not consider that early exercise provoked the 
condition. 


Dislocation with Fracture of Head of Femur 

This is fairly rare. Armstrong (1948) reported 
5 cases and Urist (1948) 4. The author has seen 
6 in the last ten years. The injury to the femoral 
head has been described as a “sprain fracture” 
by King and Richards (1941). The fragment is 
usually detached from the antero-inferior aspect 
of the femoral head and seldom interferes with 
the weight-bearing surface. It may form an 
obstruction to manipulative reduction, and 4 out 
of the 6 cases required open reduction. Normal 
reduction depends upon the smooth femoral 
head sliding over the posterior rim of the ace- 
tabulum. When there is a rough fracture 
surface in contact with the acetabulum the head 
of the femur may become jammed. If irreducible, 
open reduction and removal of the fragment is 
indicated. Probably the posterior approach is 
the best, but it may be necessary to osteotomize 
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Fic. 5.—Group I central dislocation of the hip 
with intact acetabular roof, but posterior dislocation 
of the hip. 


the great trochanter to gain access to the ace- 
tabulum. The final result in 4 of these cases 
has been excellent. In 1 case sepsis intervened 
with resulting destruction of the hip; in another, 
where half the femoral head had been fractured, 
avascular necrosis occurred rapidly, and an 
arthroplasty was performed later. Not all the 
cases require open reduction. In | (Fig. 4) the 
dislocation was reduced but the fragment of the 
femoral head somersaulted and had to be 
removed. In another the femoral fracture 
reduced satisfactorily and the injury was treated 
conservatively. 

These fractures are easily missed unless good 
radiographs are available and are carefully 
studied. They are probably the commonest 
cause for inability to reduce the dislocation by 
manipulation, and should be suspected when this 
difficulty is encountered. 


Central Dislocation of the Hip 

These injuries are really misnomers. The dis- 
placement of the head of the femur is rarely 
central. True, it is displaced medially, but 
usually there is an accompanying posterior, or 


Fic. 6.—Group II central dislocation of the hip with comminution of the acetabular roof. 
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Fic. 7. 


The result obtained by open reduction of 


the case illustrated in Fig. 6. Note the presence of 


myositis ossificans. 


The lesions 


more rarely anterior, dislocation. 


should be considered as fracture dislocations of 


the hip in which there is a very large acetabular 
fragment. The dislocation is produced in the 
same manner as other fracture dislocations, i.e. 
by a dashboard injury (Knight and Smith, 1958). 
Until fairly recently they were regarded as irre- 
ducible, and were treated by traction and active 
exercises. Knight and Smith (1958) showed that 
certain of the fractures could be reduced and 
fixed by open operation. They classified them 
according to their direction and broadly divided 
them into two types—transverse and vertical 
fractures. Because of the diversity and multi- 
plicity of the fracture line this classification can 
prove very confusing, and it is suggested that 
the injuries fall conveniently into two groups: 
those with an intact roof to the acetabulum 
(Fig. 5) and those without (Fig. 6). This ts 
almost the same as Bohler’s classification (1957). 
The management of this dislocation depends 
upon the recognition of the two types. Group I 
cases can be reduced by open operation. Attempts 
have been made to do the same operation for 
Group Hl, but the amount of comminution 
prevents an accurate reduction, and it is wiser to 
treat this injury by the “bag of bones” technique, 
i.e. traction with active exercises for six weeks. 
If open reduction of a Group I case is contem- 
plated an accurate knowledge of the whereabouts 
of the major fragment .nust be known because 


the operative approach depends upon. this. 
Stereography is essential. Fig. 7 shows what can 
be done by open reduction. The approach in 
this case was posterior and the fracture was 
fixed by applying a plate to the posterior rim of 
the acetabulum. Recovery was complicated by 
myositis ossificans. Knight and Smith (1958) 
advised that a transverse fracture should be 
approached from the front and a vertical one 
from the back. Unfortunately it is not always 
easy to decide which type of fracture is present. 
Probably the safer way of deciding the approach 
is to go in on the side to which the major fragment 
has displaced. If in doubt, the posterior approach 
should be used; it has the advantage that it can 
be extended into a goblet exposure of the whole 
of the acetabulum. 
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Multiple Osteotomies and Intramedullary Fixation of the Long Bones 
in Osteogenesis Imperfecta 


THE main problems of the management of the 
child with multiple fractures due to osteogenesis 
imperfecta are, first, the prevention of further 
fractures and, secondly, the correction of defor- 
mities. These two problems are frequently 
related because the tendency to refracture may 
be enhanced, not only as a result of osteoporosis 
from immobilization of a previous fracture, but, 
by the persistence of angulation (Fairbank, 1951). 

The ingenious procedure of multiple osteotom- 
ies and intramedullary fixation of the long bones 
was described by Sofield and Miller (1959), who 
reviewed their experiences with 80 operations on 
22 children. They performed a subperiosteal 
resection of the entire shaft of a long bone, 
divided the bone at selected sites, threaded the 
pieces on to steel rods and then replaced the 
beaded but straightened shaft (Fig. 1). They 


stressed that it removed the two main problems 
of management and thus allowed the child to 
become ambulant and lead a reasonably norma! 
active life. 


/ 


/ 


Fio.. 1. 
The following two case reports are examples 
of these procedures. The first illustrates the use 
of multiple osteotomies intramedullary 
fixation not only to prevent further fractures but 
to correct deformities. The second case report 
illustrates the use of the procedures to correct 
deformity after puberty, the age at which spon- 
taneous fractures tend to become less frequent. 


By P. M. Yeoman, F.R.C.S. 


Case I.—D. C., male, aged 15. 
Fig. 2 taken at age 9.) 


Born 20.4.45. (See 

In August 1959 he sustained the thirteenth 
spontaneous fracture of the left femur.  Pre- 
liminary manipulation failed owing to. the 
lateral and anterior bowing of the femoral shaft; 
an open reduction and intramedullary Kiints- 
cher nailing were performed. An osteotomy was 
required 3 inches below the fracture to correct 
the distal angulation and to allow the nail to be 
impacted down the medullary cavity. A hip 
spica was applied and six weeks later a similar 
procedure, but with three osteotomies, was 
carried out on the right femur (Fig. 3) 

One month later the left tibia was re-aligned 
by three osteotomies and intramedullary fixation 
with a Rush nail. Finally in early December 
1959 a similar procedure, but with four osteo- 
tomies, was carried out on the right tibia 
(Fig. 4). The lower limbs were immobilized in a 
plaster hip spica for five months, and, thereafter, 
long leg plasters for six weeks. 

During the eleven years 1948 to 1959 he sus- 
tained 29 recorded fractures of the long bones; 
23 in the lower and 6 in the upper limbs. He 
spent a total of four and a half years in hospital 


Fic. 24.—(Case /). Fic. 283.—(Case 
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Fic. 3a.—(Case 1). 


Fic. 4a.—(Case 1). Fic. 48.—(Case /). Fic. 5a.—(Case 1). Fic. /). 
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during which time his lower limbs were immobil- 
ized in 11 hip spicas and 5 long leg plasters— a 
total period of two and a half years’ immobil- 
ization 

He is now wearing long leg instruments and 
polythene gaiters but walking for the first time 
for seven years (Fig. 5). 


Case I1.—1. L., male, aged 18. 

History of multiple long-bone fractures in 
childhood; the last, the left tibia at the age of 
15. He presented with lateral and anterior 
bowing of the right femur, severe anterior bowing 
of both tibia and ? in. of shortening of the right 
lower limb. The left femur was less deforraed 
than the right. 

In September 1958 the right femur was re- 
aligned by a subtrochanteric osteotomy and 
fixed with an intramedullary Kiintscher nail. 
One month later the right tibia was re-aligned 
by three osteotomies and the whole fixed with 
an intramedullary Rush nail (Fig. 6). The left 
tibia was similarly corrected one month later. 
He is now walking well but has slight valgus 
laxity of the left knee (Figs. 7 and 8). 


Discussion.—The operative technique differed 
from that of Sofield and Miller in that the osteo- 
tomies were made i situ, and no attempt was 
made to remove the shaft of the bone: this was 
not always possible and one fragment, in the 

Fic. 64.—(Case Fic. 68.—(Case IJ). proximal third of the right tibia in Case I, 


Fic. 7a.—(Case 1/1), Fic. 78.—(Case Fic. 8a.—(Case Fic. 88.—(Case //). 
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became completely detached. The delay in 
union at this site, and not in the others, may be 
caused by a combination of distraction at the 
osteotomy site and poor vascularity of the 
fragment. 

Certain difficulties arose, other than those 
encountered in routine intramedullary nailing, 
and they were probably specific to osteogenesis 
imperfecta: (a) Part of the bone was brittle, 
easily splintered and devoid of a medullary 
canal, which made it difficult to ream. (b) The 
shaft, particularly of the tibia, was narrow and 
elliptical in cross section so that reaming caused 
the nail either to be exposed or only thinly 
covered by bone. (c) The metaphysis of the 
tibia was osteoporotic and thus prevented firm 
fixation of the proximal protruded end of the 
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nail. (d) The nail easily passed through ost- 
eoporotic cortical bone and on one occasion 
displaced an entire fragment. (¢) Too few osteo- 
tomies at the apex of a curve caused splintering 
of the fragment by the reamer. 

Fortunately the fractures in osteogenesis 
imperfecta unite rapidly, and what appears to be, 
initially, rather poor fixation is soon made firm 
by the laying down of new bone. 

Acknowledgments.—\ am grateful to Mr. A. T. 
Fripp for permission to record Case I and to 
Mr. H. J. Seddon for Case I. 
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Treatment of Osteoarthritis of the Hip by Myelotomy: A Preliminary Report 
By N. E. Suaw, F.R.C.S., and N. H. Harris, F.R.C.S. 


Historical.—Drilling of the neck of the femur 
has been known as a pain-relieving procedure 
for many years. Duvernay (1930) was the first 
to perform this operation for osteoarthritis of 
the hip. He obtained relief of pain in 60°, of 23 
patients followed up for three years. Mackenzie 
(1936) curetted out the cancellous bone of the 
femoral neck and believed he was producing a 
decompression of the bone. His _ patients 
obtained immediate relief of pain with improved 
function. Berntsen (1939) obtained relief of 
pain in 60°, of 35 patients followed up for two 
years. He performed multiple drilling of the 
femoral neck across the joint into the acetabulum. 
Agerholm-Christensen and Gleave (1956) re- 
ported on their first 30 operations. More than 
50°, obtained relief of pain. 

Rationale of myelotomy.—\t is based princip- 
ally on the work of Trueta and Harrison (1953) 
who described the anastomosis between epi- 
physeal, metaphyseal and diaphyseal vessels. An 
important conclusion was that they could find 
no evidence to support the belief that the circu- 
lation in the femoral head decreases with 
advancing age. They showed that there was a 
hyperemia of the bone in osteoarthritis. The 
association between hyperemia and pain led to 
the suggestion that reduction of the blood supply 
of the femoral head might relieve pain. It is on 
this foundation that the principle of myelotomy 
is based 

Method of investigation and assessment.—7\ 
patients have been assessed, and 6 had a bilateral 
myelotomy. 49 were interviewed personally; in 


12 the information was obtained from a question- 
naire and case notes; in 10 the case notes only 
were used. A pre- and post-operative assessment 
was carried out. Detailed information was 
obtained about pain and function, and a full 

clinical and radiological examination made. 
Results.—The patients have been divided into 
three groups: complete, partial and no relief of 
pain, occurring in the immediate post-operative 
period and at follow-up (Table 1). 95°, of 
Tasce FROM Pain 


77 Hips 78 Operations (1 repeat myelotomy) 


Partial No 
reliet relict 


Complete 
relief 
Immediate result 43 (56".) 


30 (39°) 4(5",) 


20 (26°,) 35 (48".) 22 (29°,) 


At follow up 

Average time of follow-up 18 months 
Shortest time of follow-up 4 months 
Longest time of follow-up 72 months 
54 (23 of 43) patients having complete relief from pain 
had some recurrence at follow-up although not 
severe 


immediately 
necvessaril 


patients obtained either complete or partial 
relief of pain immediately after the operation, at 
follow-up 26°, had complete relief and 45°, 
partial relief; the percentage with no relief has 
risen from 5 to 29°... 

The average time of follow-up was eighteen 
months, the shortest time four months and the 
longest six years. There was improvement (but 
not necessarily in range of movement) in all 
those cases where pain was relieved, either 
partially or completely. We were particularly 
impressed by the fact that, in the group who had 
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some residual pain, rest pain was invariably 
relieved. 


A number of factors were examined to see if 


there was any correlation between them, and 
relief of pain, age, type of osteoarthritis (primary 
and secondary), presence of low back pain, 
radiological appearance the 
fixed deformity were considered. The only 
significant factor was the amount of fixed 
deformity. Fixed flexion has been correlated 
here, but the findings apply equally to other 
deformities (Table Il). The patients have again 


CORRELATION BETWEEN FIxep FLEXION 
AND RELIEF FROM PAIN 


Taste 


No. No. with 
of hips fixed flexion 


Mean 
flexion 
deformity 


No relief 22 17 (76°) 20 degrees 


Partial relief 35 18 (S1°.) 6 degrees 


Complete relief 20 11 (S5°.) degrees 


been divided into three groups. 76°, of those 
with no relief of pain had a mean flexion deform- 
ity of 20 degrees. 55°, of those with complete 
relief had a mean flexion deformity of 8 degrees. 
We consider that the difference in the fixed 
flexion in the two groups is highly significant. 
The radiographs were carefully examined to 
ascertain whether myelotomy had any effect on 
the progress of the osteoarthritis, but no signifi- 
cant change was seen. 

Conclusions.—95°,, of patients obtained sig- 
nificant immediate relief of pain. 

Complete relief is not permanent in all patients; 
in this series 54°, had recurrence of pain. The 
majority of patients with partial relief at follow-up 
are well satisfied because their function is im- 
proved and rest pain particularly is relieved. 

We have been unable to show radiologically 
that myelotomy arrests the progress of osteo- 
arthritis. The chances of success in relieving 
pain are inversely proportional to the amount 
of fixed flexion deformity at the hip. 

We consider that these results are consistent 
with the views expressed by Trueta and_ his 
colleagues, that the level of hyperemia in the 
femoral head determines the onset of pain. 


amount of 


The fact that myelotomy is unlikely to succeed 
in the presence of a severe fixed flexion deformity 
suggests that the reason why an osteotomy 
works is due to at least two factors: (1) Reduc- 
tion in the level of hyperemia of the femoral 
head—and this will occur after osteotomy without 
displacement. (2) The correction of fixed 
deformity. It may well be that some osteotomies 
fail because fixed deformity has not been 
corrected adequately. 


Acknowledgmenis.—We desire to express our 
grateful thanks to all the surgeons at the Royal 
National Orthopedic Hospital, for allowing us 
to examine their patients, and in particular to 
Mr. K. 1. Nissen, under whose care most of these 
patients had been, and also for his stimulating 
advice and encouragement. 
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The following demonstrations were given: 
(1) Histochemical Studies on Articular Hyaline 
Cartilage and Synovial Membrane. 
(2) Orthopedic Appliances made in the Hospital 
Appliance Workshops. 
(3) Miscellaneous Radiographs.— 
ment. 


X-ray Depart- 


(4) Demonstration by the Department of Bio- 
mechanics and Surgical Materials, Institute 
of Orthopedics (Dr. JoHN T. SCALES, Miss 
Noe ce E. Stinson and Mr. G. D. WINTER): 
(a) A Liquid Nitrogen-cooled Bone Mill for 
the Preparation of Bone Chips. (+) Corrosion, 
its Effects on the Patient and the Implant. 
(c) Torque and Bone Screws. (d) Tissue 
Reactions to Plastics. 


Cases were shown. 
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that’s the extra benefit of 


brand of prednisoicng 


m ‘ At this centre our anxiety on this score 

[the development of peptic ulceration] has been greatly 
reduced during the past eighteen months by the use of 
enteric-coated ‘‘prednisolone” tablets.’ 


Lancet, 1959, i, 1149. 
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Dystonia Musculorum Deformans Presenting as 
Spasmodic Torticollis.—P. F. BENSON, M.B., 
M.R.C.P., D.C.H. (for P. R. Evans, M.D.., 
M-Sc., F.B.C.P.) 

M. R., male, born 2.4.49. 

History.—At 84 years of age he developed 
torticollis, with the head turning to the left. A 
year later his speech began to change, becoming 
hesitant and slow. When first examined at 9 
years 11 months of age, he was found to have a 
torticollis and a tight right sternomastoid muscle. 
His tongue on protrusion deviated to the left, but 
was not wasted or fibrillating. He was treated 
by active exercises to the neck muscles but his 
symptoms persisted. At the age of 10 years, his 
left foot began to turn inwards leading to difficulty 
in walking. Six months later, his parents 
noticed a slight deterioration of his memory 
but his intellect seemed otherwise normal. 
His parents and 8-year-old brother were 
healthy. There were no Jewish or Russian 
antecedents. 


Physical examination.—There was a torticollis 
with his face looking to the left and slightly up- 
wards (Fig. 1). This was sustained for most of 
the time but he could turn his head to the right 
for a few seconds, either spontaneously, or on 
request. His fundi appeared normal. The 
ocular movements were full and there was no 
nystagmus. His jaw opened to the mid-line 
unless the movement was forcibly resisted, when 
it deviated to the right. Facial movements were 
normal. Hearing was unimpaired. On phona- 
tion, the palate moved to the left. He had a 
marked dysarthria, his speech being staccato and 
slurred. The posture of the elevated, outstretched 
upper limbs was poorly maintained, the left one 
dropping after a few seconds. During walking 
the hips and knees were moderately flexed. The 
left ankle was flexed and the foot inverted (Fig. 
1). There was a tendency to lumbar lordosis. 
All these disturbances of posture could be over- 
come temporarily on effort, and disappeared 
during sleep. They were most marked when he 
was emotionally disturbed. No ataxia. Sensory 
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system and tendon reflexes normal; plantar 
responses flexor. No Kayser-Fleischer rings. 
Liver and spleen not palpable; no evidence of 
portal hypertension. 

The intelligence quotients on the Weschler 
Intelligence Scale, tested by Mrs. J. M. Williams, 
were: verbal scale 97, performance scale 94, full 
scale 96. 


Investigations.—Skull X-ray: localized area of 
mottled calcification, probably in left choroid 


Fic. 1.—Dystonia musculorum deformans present- 
ing with spasmodic torticollis. Note the hyper- 
trophied right sternomastoid muscle, flexion of the 
left knee and inversion of the left foot. 
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plexus. Air encephalogram: normal ventricular 
system; site of calcification is shown to be in the 
left choroid plexus. Cerebrospinal fluid normal. 
Lange—no precipitation. Wassermann reaction 
negative. EEG: abnormal slow activity at 3-7 
c/s on both sides but especially on the right. 


Serum copper (11.1.60): 92:5 g/100 mi 
(normal 80—150 pg/100 ml). 


Serum copper oxidase activity (11.1.60): 431 
units (Ravin’s method: normal 100-500 units). 
24.2.60: Normal. 


Urinary copper excretion: 49 pg/twenty-four 
hours (normal! 10-100 yg/twenty-four hours). 


Urinary chromatogram for amino acids 
normal. 

Liver function tests: Direct Van den Bergh 
weak positive; serum bilirubin | mg/100 ml; zinc 
turbidity 3 units; thymol turbidity | unit; thymol 
flocculation and colloidal gold negative. Total 
proteins 7-1, albumin 4-5, globulin 3-6 g/100 ml: 
A/G ratio 1-3/1. Alkaline phosphates 14-5 K.A. 
units. Urine examination normal. Blood count 
normal. 


Course.—He was treated with Artane, 2 mg 
daily for twenty-one days followed by 2 mg b.d. 
without any detectable improvement. 


Discussion.—\nvoluntary movements of the 
head, due to spasm of the neck muscles, were 
described by Wepfer (1727). Cruchet (1907) 
stressed psychogenic causes and Wilson (1940) 
classified torticollis as a neurosis. Evidence 
has accumulated, however, that some cases at 
least are due to organic disease of the brain. 
Firstly, there is complete lack of success with 
psychotherapy. Secondly, degenerative changes 
in the corpus striatum were found in 5 necropsies 
(Cassirer, 1922; Wimmer, 1929; Foerster, 1933; 
Grinker and Walker, 1933; Alpers and Drayer, 
1937), 2 of which also showed widespread degen- 
eration of the rest of the brain. Thirdly, clinical 
and electromyographic studies by Herz and 
Hoefer (1949) provided further evidence for the 
organic nature of most cases of spasmodic 
torticollis. They showed that psychological 
factors were not of major importance at the onset 
of the illness, although basic personality patterns 
were abnormal in half the patients. There was 
no correlation between the degree and course of 
the torticollis and psychological disturbances. 
Further, the motor activity studied by action 
potentials of muscles on both sides of the neck 
resembled that found in torsion spasm. 

An unusual feature of the case described is the 
pronounced dysarthria which may have been 
produced by dystonia of the muscles of 
articulation. 


Originally dystonia musculorum deformans 
was thought to occur only in Russian Jews, but 
genetic studies (Zeman et a/., 1959) have shown 
that the disease could occur in other races and 
was most frequently transmitted by a dominant 
gene although a recessive mode of inheritance 
may exist. When there is no relevant family 
history, as in the case described, other causes of 
torsion spasm must be considered, especially 
epidemic encephalitis and hepatolenticular de- 
generation, but no evidence for these was 
found. 


Treatment with Artane (trihexyphenidyl) in 
dosage of up to 5 mg daily, did not produce any 
improvement in this case. The marked benefit 
produced by Artane in two brothers reported by 
Corner (1952) is rarely experienced. Cooper 
(1959) wrote that “it can be stated unequivocally 
that there is no medical therapy for dystcnia 
musculorum deformans at the present time’. He 
considered that the best hope was offered by 
destruction of the globus pallidus and the ventro- 
lateral nucleus of the thalamus. 
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Two Cases of Lentil Pneumonitis.—JoHN L. 
Emery, M.D. 

Inflammatory reaction due to the cells from 
lentils has long been known to occur around 
ulcers in the intestinal tract (Sherman and 
Moron, 1954). Similar lesions in the lung were 
first described by Head (1956), who recorded 5 
cases, 4 in adults and | in a child, who died when 
22 months old following several attacks of 
aspiration pneumonia. The child appears to be 
the only previously reported instance of this 
condition. 


. 
: 


Fic. 1aA.—A lentil cell in the lung. 


Case 1.—A boy, admitted to hospital aged | 
year, with a history of vomiting for one week, and 
cough for four days. He was found to have a 
mixed hemophilus influenza and_ tuberculous 
meningitis. He had repeated convulsions. He 
was treated with intrathecal P.P.D., and after 
three months in hospital developed consolidation 
of the right lower lobe, X-ray of which was 
suggestive of tuberculous infection. His general 
condition deteriorated and he died one month 
later. 


At necropsy, apart from the brain changes 
associated with tuberculous meningitis, the lung 
showed what at first sight appeared to be acute 


miliary tuberculosis, but the centres of the 
inflammatory masses contained irregular 
bodies, 0-05-0-07 mm in diameter (Fig. 1A). 
These lay indiscriminately throughout the lung 
and were surrounded by varying amounts of in- 
flammatory reaction. 


Case I1.—This girl developed irritability and 
stiffness of the legs when 5 months old, then pro- 
gressively lost control of head and limbs, and 
was admitted to hospital several times. One 
month before death she developed difficulty in 
swallowing, and scattered rales in the chest, with 
pleurisy. She died at the age of 2 years. 

Necropsy revealed the primary condition in 
the brain to be a progressive one of the Schilder’s 
type. The lungs were slightly emphysematous, 
but showed no gross areas of consolidation. 
Histology revealed inflammatory reaction around 
small foreign bodies (Fig. 1A). 


The foreign bodies seen in these cases are 
apparently the cooked cells from lentils and are 


Fic. 1p.—One whole cell and areas of several other 
cells from a section of a baked bean. 


liable to arise from the inhalation of purees made 
with these cooked pulses. Fig. 1B shows the 
microscopic appearance of a section of a baked 
bean. 

The clinical pediatric importance of this con- 
dition appears to lie in two directions: one, that 
the condition may be present in chronic inflam- 
matory areas in the lung which can simulate 
miliary tuberculosis, and second, that such 
purees, if inhaled, can produce chronic pulmonary 
lesions. 
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The following cases were also shown: 


Four Cases of Fibrocystic Disease of Liver and 
Kidneys.—Dr. R. H. R. Wuite (for Dr. 
A. P. NORMAN). 


Intrahepatic Biliary Atresia.—Dr. D. A. Corton 
(for Dr. A. P. NORMAN). See Lancet, 1960, 
ii, 294. 


CORRECTION.—The title for the case of 
Melkersson’s Syndrome, shown at this meeting 
and reported in the September Proceedings, 
p. 787, should read as follows: 


Melkersson’s 
M.R.C.P. 


Syndrome. — DeNNis 
and HuGu Jotty, 


BARLEY, 
M.D., 
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Prognosis for Children Undergoing Operation During the First Few 
Weeks of Life 


PRESIDENT’S ADDRESS 
By IsABELLA FoRSHALL, F.R.C.S. 


In this Address I propose to describe the 
material with which we work and to make some 
assessment of the cases which survive. In 
some measure a consideration of the following 
two cases prompted my review. 


Case 1-This little boy was operated upon for 
cesophageal atresia and rectal agenesis. He also had 
the syndrome which consists of hypoplasia of the 
muscles of the anterior abdominal wall, dilatation of 
the urinary tract and retained testes; he was later 
found to be partially blind from primary optic 
atrophy. Now aged 21 months he weighs 164 Ib, is 
physically, and probably slightly mentally, retarded. 
From the surgical viewpoint he has done well; his 
future, however, cannot be regarded with optimism. 


Case II.—1 saw this child when she was a few days 
old; she was without eyes, had craniosynostosis, a 
loud precordial murmur, and duodenal stenosis. | 
advised that she be treated medically. When she was 
10 weeks old I was asked to see her again, as she was 
still vomiting bile; X-ray showed her abdomen to be 


almost entirely filled by dilated hypertrophied 
stomach. I was forced, reluctantly, to advise 
operation. 


The case records of 1,000 consecutive ad- 
missions during the last seven years to a ward 
reserved for surgery of the newborn have been 
examined. The following types of case have 
had to be excluded: (1) Cases proving to 
have medical rather than surgical conditions; 
about a tenth of the whole. (2) Single instances 
of abnormalities and small groups of cases, 
though often of great interest. (3) 114 cases of 
the spina bifida, encephalocele, hydrocephaly 
group. (4) 27 cases of Hirschsprung’s disease 
(except for the mention of the incidence of 
mongolism among them), since definitive treat- 
ment is seldom undertaken in the newborn 
period. (5) Meconium ileus, though it is one of 
the most challenging conditions. (6) New 
growths. (7) Deformities of the urinary system. 
(8) Infective conditions. 


(Esophageal atresia.—There were 100 cases of 
oesophageal atresia with or without fistula. An 
overall picture of complicating abnormalities and 


Liverpool 


prognosis in relation to birth weight may be 
obtained from a study of Table I. In the group 
of infants weighing 53 lb or over at birth the 
incidence of additional abnormality was 31°5°: 
two babies deserve separate mention—one with 
Pierre Robin’s syndrome, bilateral choanal 
atresia and stenosis of the larynx, the other with 
a gastrogenic cyst attached to either cesophageal 
segment. 


Taste I.--100 Cases OF GESOPHAGEAL ATRESIA 


Pirth weight 


| 54 lb or over Under $4 Ib 


Cases with one or more additional 


abnormalities 17 (315%) 19 (41°,) 
Cardiac malformations il 12 
Urinary system 6 
Duodenal atresia , ; 2 6 
Anorectal abnormalities . . 5 6 
Combined duodenal and rectal 
atresia .. 2 
Intracranial 2 
Mongols . 2 2 
Miscellaneous 3 
Anastomotic leaks 9 2 
(6 infants 
without 
other 
abnormality) 
Survivals ; 28 14 
Deaths aa 26 32 
Late deaths .. 5 
Alive 37 
Admitted: Ist day of life 59 
2nd day 15 
3rd day il 
4th day 5 
Sth day and later 10 
Hydramnios 43 
No hydramnios 40 
Unknown... 17 
Birth weights: 44-54 lb. . 22 
34-4) Ib 14 
24-34 Ib 10 


9 infants died as a result of an anastomotic 
leak, 6 of these having no abnormality other 
than cesophageal atresia. 2 infants in whom 
anastomosis of the proximal and distal segments 
of esophagus was found to be impossible had 
complicated operations which they did not 
survive. 


41° of the infants weighing less than 53 Ib at 
birth had one or more additional abnormalities, 
and in this group the incidence of pulmonary 
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pathology on admission was higher than in the 
larger babies. Some of these small infants were 
scleremic before operation. Only two leaks 
occurred in this group because so many cases did 
not survive long enough for the anastomosis to 
break down. 

There have been 5 late deaths. One child 
died following a heart operation, a mongol died 
of pneumonia and a child with a cardiac abnorm- 
ality died following dilatation of a stricture. One 
death occurred as a result of a recurrent fistula, 
and one following an operation for reconstruc- 
tion of the cesophagus by means of a colon 
transplant. 

37 children are alive, some of them are still very 
young. In reviewing those that can be considered 
cured, most of them required one or more, some 
many, cesophageal dilatations. One child has 
had a stricture excised. 

Many of the children have been difficult to 
wean, or have been reluctant to take solids, 
potatoes, peas and meat being particularly diffi- 
cult. S children have been readmitted with a nut, 
a piece of orange, meat, or a crust of bread stuck 
at the site of anastomosis. One child has had 
three such incidents. On cesophagoscopy, for 
removal of the impacted object, it has often 
been difficult to recognize any narrowing. One 
of these children was examined under the image 
intensifier whilst swallowing, and it was seen 
that, at 18 months of age, his cesophagus still 
acted as two distinct segments, not as a single 
tube. The difficulty seems to right itself in time; 
few of the children over 5 years of age have any 
dysphagia. 

Many of 
respiratory infections, usually bronchitis. 
tendency seems to disappear with age. 

Most cases have, or have had, the typical 
“cesophagea! atresia” cry and cough, and some of 
the older ones still make an extraordinary noise 
when coughing. 

On the whole, the surviving children who had 
a straightforward cesophageal anastomosis are 
satisfactory, but the group contains several who 
are very much underweight. 

It is interesting that in one set of twins with a 
single placenta, but two amniotic sacs, hydram- 
nios occurred only in the sac containing the baby 
with cesophageal atresia. We do not know why 
hydramnios does not occur with every case. 
Presumably personal estimates of what con- 


the children have had recurrent 
This 


stitutes hydramnios vary, and of course factors 
other than the baby influence the amount of 
amniotic fluid. Taking the obstetric histories 
and siblings together, there is an incidence of 
some abnormality in 10°, of our cases (see 
Table 1). 
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Diaphragmatic hernia.—There were 19 cases of 
pleuro-peritoneal hiatus diaphragmatic hernia; 
in all except one the hernia was through the left 
diaphragm. 2 cases were premature, only | 
weighed under 44 Ib; most of them were big 
infants. 


Though it is known that an occasional case has 
no symptoms immediately after birth the vast 
majority show early respiratory distress which is 
increased by crying or feeding. They may die 
soon after birth before the condition is recognized 
or before surgical treatment can be undertaken. 
About five years ago 2 infants died from diaphrag- 
matic hernia during one week at one of the 
Liverpool maternity units. It was suggested that 
if these infants had been operated upon immedi- 
ately after birth their lives might have been saved. 
It was arranged that when such a baby was born 
in a Liverpool maternity unit it should be im- 
mediately intubated and insufflated and that, if 
necessary, this should be continued during trans- 
fer. We have found, however, that few, if any, 
children have been saved in this way. They die 
with us instead of at the maternity units. We 
have come to believe that a baby with a diaphrag- 
matic hernia which deteriorates in an incubator 
with high oxygen concentration will probably die 
however promptly it is operated upon. 


There are two major causes of death; cardiac 
abnormalities and agenetic, hypoplastic or im- 
mature lungs. The lung on the side of the hernia 
is most severely affected, but the other lung is 
small or ill-developed, so that the total pulmonary 
tissue available is too little to maintain life. Of 
our 19 cases, 9 are dead and 10 alive. In 3 cases 
death was due to pulmonary insufficiency, in 2 to 
a combination of pulmonary insufficiency and 
widely patent ductus arteriosus. One baby had 
intracranial damage and hypoplastic lungs, and | 
intracranial damage and a grossly abnormal 
heart. Another with an abnormal heart and 
anomaly of the great vessels also had a volvulus 
of the intestines and patchy gangrene, and | had 
cesophageal atresia. 


The cases which survive appear to be normal in 
every way. Their present weights are roughly 
normal. There were no mongols. The obstetric 
histories of the 19 mothers show no abnormality 
and there are no other abnormal children in the 
families. 


Exomphalos.—49 cases are classified as exom- 
phalos. The term exomphalos is used for all 
umbilical herniz covered by amnion. Cases with 
both exomphalos and ectopia vesice are omitted. 
In 10 cases the amniotic hernial sac had ruptured 
during intra-uterine life, so that the child was 
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born with eventration of the intestines. Pre-natal 
rupture of an exomphalos is almost invariably 
fatal. The unrotated mid-gut is usually ab- 
normally short and its mesentery is of primitive 
type. The coils of gut are covered with, and 
glued together by, a thick gelatinous deposit 
presumably from the amniotic fluid. The 
intestinal wall is thick and rigid and does not show 
peristalsis; even if it is possible to return the 
eventration to the abdomen the gut will not 
function. Only one of our cases recovered; it 
was undoubtedly an instance of prenatal rupture 
of an exomphalos; it was thought, however, that 
in this case the interval between rupture and birth 
was unusually short. 


Of the 39 cases in which the amniotic covering 
was intact 17 were considered to be exomphalos 
major, having a very large skin and muscle 
deficiency, a very large amniotic sac and the 
intestines (often the stomach, and usually most 
or all of the liver) outside the very small abdom- 
inal cavity. Reduction and closure or simple 
skin coverage in such a case is likely to lead to 
respiratory embarrassment. We have tried treat- 
ing these severe cases expectantly, painting the 
covering membrane with mercurochrome or 
spirit; we have had little success. 


11 cases died. 6 had severe or multiple cardiac 
abnormalities, and in these cases closure of the 
exomphalos invariably proved fatal. One child 
had a large meningo-myelocele and hemolytic 
disease, and another intracranial birth trauma. 
A premature infant died of aspiration pneumonia 
and 2 cases died of respiratory embarrassment. 


Of the 6 which are alive, 1 has been successfully 
treated for hydrocephalus, | has an abnormality 
of the vagina and macroglossia, and | dextro- 
cardia and transposition of the abdominal viscera, 
so that only 3 of the 6 survivors can be considered 
normal. 


22 cases had small amnion-covered herniz, 
usually containing a loop or loops of small in- 
testine, stomach or a small process of liver. In 
such cases there is little or no deficiency of the 
abdominal wall and closure is usually easy. How- 
ever, 3 of these children died. All had severe 
multiple cardiac malformations; | weighed only 
3 Ib 43 oz and probably had Turner’s syndrome, 
1 was a mongol, the third required a resection for 
an adherent omphalomesenteric duct. 


Of the 19 survivors 1 is a mongol, | has hypo- 
plasia of the abdominal muscles, dilated urinary 
tract and abdominal testes and | has a double 
pylon. The survivors’ weights show an approxi- 
mately normal distribution. 


In reviewing the whole group, it appears that 
the more severely affected infants are more often 
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premature. My information is incomplete but 
there is a high incidence of maternal miscar- 
riages and stillbirths, of neonatal death, and of 
congenital abnormality in siblings. 


Anomalies of rotation.—There were 30 children 
with anomalous rotation of the mid-gut. 2 
babies died, | of Staphylococcus pyogenes septi- 
cemia, the other of pneumonia and kernicterus. 
In the great majority of these cases there was non- 
rotation, causing duodenal obstruction. 20 of 
these babies had a volvulus at the time of opera- 
tion. In the other 10, obstruction was due to 
peritoneal bands. 


Obstruction resulting from volvulus may be 
delayed or intermittent, radiological diagnosis 
without contrast medium can therefore be diffi- 
cult. This accounts for the fact that these babies 
were often admitted late; the average age at 
operation was 6-7 days. On admission some of 
the infants had lost half, three-quarters, or even a 
pound in weight since birth. 


Of the 28 survivors, | child, now aged 44 years, 
has occasional bouts of lassitude, loss of appetite, 
and loose, pale stools, and requires investigation 
for the ceeliac-like syndrome which occurs with 
anomalies of rotation. 


They were big infants; and the pattern of 
growth and development of this group is the same 
as that of normal children. 


Anomalies of rotation associated with dia- 
phragmatic hernia and the grosser forms of 
exomphalos are not included in this group, only 
cases in which an anomaly of rotation was the 
sole abnormality. Hydramnios, prematurity, 
mongolism, and abnormalities and defects in 
siblings are uncommon in this group. I think 
all errors of rotation can develop in a healthy 
embryo, and that the stimulus which determines 
that the mid-gut fails to rotate, or rotates in 
abnormal fashion, could be a very slight altera- 
tion in differential growth or filling of the primi- 
tive enteric canal. . 


Intrinsic duodenal obstruction.—Excluding 8 
cases in which duodenal obstruction complicated 
cesophageal atresia, there were 30 cases of intrinsic 
duodenal obstruction; of these half were com- 
plete obstructions and half stenoses. 11 cases 
were associated with annular pancreas, 8 with 
mongolism, 6 with cardiac anomalies. Almost 
half the cases weighed less than 54 Ib at birth. 


24 infants left hospital alive. One with micro- 


gnathia, an anorectal abnormality and a compli- 
cated lesion of the heart and great vessels died at 
9 months; another, who was doing well, died at 


home at 7 months. Their mothers consider that 
the remaining 22 children have no intestinal 
symptoms. One child has congenital bilateral 
cataract, | cranio-synostosis, no eyes and a 
cardiac abnormality. Another is mentally slower 
than her twin sister. 5 are mongols, and 1 of 
these has a crippling cardiac lesion. 

Only 13 can be considered normal children. 
Weights of survivors are shown in Fig. 1. 


WEIGHT PERCENTILES 


| INTRINSIC DUODENAL 
YEARS| QBSTRUCTION O 
| JEJUNAL & ILEAL 
| OBSTRUCTION Q 
6 YEARS 
Y 
vE O 
@ O | O 
4 YEARS | 
3 YEARS O 
| O 
2 YE ARS} 
OO 
YEAR @ O 
Fic. 1.—Weight percentiles of intrinsic duodenal 


obstruction and of jejunal and ileal obstruction. 


Duodenal atresia complicates, or is compli- 
cated by, other congenital abnormalities, especi- 
ally anomalies of the heart and oesophageal 
atresia. In cesophageal atresia it is a particularly 
unfortunate complication; bile is dammed back 
into the stomach and flows thence through the 
lower cesophageal segment into the air passages, 
where it is very badly tolerated. Only 1 of our 
8 cases of cesophageal atresia with duodenal 
atresia survived. 

One-third of the mothers had had, or have 
since had, abortions, miscarriages or stillbirths. 
A small, but probably significant number of 
siblings is abnormal. Almost half the babies 
were born prematurely. There is a rather high 
incidence of twins, and in this and other series 
there is a high incidence of mongols. One forms 
the impression that the germ plasma may be of 
peor quality. 


Jejunal and ileal obstruction —There were 14 
children with jejunal obstruction, and 17 with 
ileal obstruction; 8 children, 4 in each group, 
were premature, 4 weighed under 4 Ib. All the 
jejunal obstructions, except one, were due to 
atresia or stenosis. 
stenosis and 3 duplications. 


Of the ileal cases, 9 had 
In 2 


atresia, 2 
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obstruction was due to volvulus and in | to a 
Meckel’s diverticulum. Many of these cases 
were complicated by meconium peritonitis, 
bacterial peritonitis, pneumoperitoneum, gan- 
grene and other conditions. Other congenital 
abnormalities were rare. One ileal obstruction 
occurred in a child with ectopia vesice and 
exomphalos and one (not included) in a pre- 
mature infant with cesophageal atresia. Cases with 
jejunal obstruction are worse surgical risks, or 
more difficult to manage, than those with ileal 
obstruction. For nearly the whole group, 
resection and anastomosis was required. Of the 
14 patients with jejunal obstruction, 7 are dead 
and 7 alive. The 4 premature babies died. 


Of the cases of i/eal obstruction, 6 died and 11 
recovered. 


From examination of operation specimens it 
has been deduced that many atresias and stenoses 
of the jejunum and ileum are due to a mechanical 
accident during intra-uterine life—usually some 
form of interference with the blood supply to the 


intestine. Louw (1959) has produced the various 
types of atresia and stenosis by ligating at different 
levels the intestinal blood vessels of unborn 
puppies at different stages of development. 


These anomalies are therefore determined late 
in intra-uterine life in healthy embryos, unlike 
intrinsic duodenal obstructions which are prob- 
ably usually determined very early. As Louw 
points out, there is little association with other 
congenital abnormalities, and the children do not 
suffer from mongolism. The immediate pro- 
gnosis in full-term babies in which the jejunal or 
ileal obstruction is uncomplicated is good, and 
the children who survive operation develop 
normally. 


Our survivors have done well and have normal 
intestinal function, with the possible exception of 
two children who are upset by too much fatty 
food (see Fig. | for weights of survivors). 


Pyloric stenosis in 15 premature infants.—A 
group of 15 premature babies who developed 
pyloric stenosis is included. These infants are 
not strictly comparable with newborn infants of 
equal weight. Premature infants who live long 
enough to develop pyloric stenosis are likely to 
have reasonably satisfactory pulmonary function. 
The series does, however, show that very small 
infants, who seldom survive prolonged opera- 
tions or multiple procedures, withstand limited 
surgery quite well. Unfortunately, 3 infants 
died, | of aspiration of vomitus, 1 of a bleeding 
tendency which was not recognized until too late 
and 1 was probably insufficiently prepared for 
operation. 


‘ 
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In reviewing these cases, it is interesting to note 
variations in the pattern of development of 
symptoms from that of bigger infants. In the 
bottle-fed babies, reluctance to feed was the first 
symptom, regurgitation was commoner than 
definite vomiting, and projectile vomiting was 
rare. In half the cases the pyloric tumour was 
felt before visible peristalsis was seen. 


All the infants were under 44 Ib at birth and at 
the time of operation, except one who was 2 Ib 
13 oz at birth and 4 Ib 12 oz at operation. The 
lowest weight at the time of operation was 2 Ib 
84 oz. These small infants are still small 
citizens. 


Anorectal abnormalities.—-9\ infants were ad- 
mitted with anorectal abnormalities (Table II); 
of these 38 had a /ow abnormality—anal stenosis, 
covered anus, with or without fistula, and an- 
terior displacement of the anus including low 
vaginal anus. The operation required for the 
correction of most of these conditions is com- 
paratively minor, and it takes a really bad surgeon 
to produce an incontinent child. The after-care 
of these cases is, however, very important, as 
obstinate constipation with overflow incontinence 
can follow neglect and is easier to prevent than to 
cure. One of our 38 cases was a mongol. The 
follow-up of this group presents little interest and 
I shall not refer to these cases further. 


Taste H.—91 Casts OF ANORECTAL ABNORMALITY (EXCLUDING 
VESICO-INTESTINAL FISSURE AND ECTOPIA VESIC#) 


abnormality 5 


High 
Without other severe abnorm- 
alities 29 
Females ; ; 7 (3 premature) 
Persistent cloaca 5 
Abnormal urinary system 5 
Hydrocolpos 3 
Deaths 5 
Alive > J unsatisfactory 1 
“ satisfactory 
Males 59 J 3 premature 
22 3 mongols 
Fistula .. 20 
Abnormal sacrum 8 
Abnormal urinary system 9 
Deaths 2 (late) 
Alive 0 J unsatisfactory 9% 
\ satisfactory 
With one or more additional | 


severe abnormalities 


Full-term infants a {# males 
mongol 
{ 3 no operation on rectum 
Deaths 7 ‘ 3 early 
1 late 
unsatisfactory 
Alive 3 | 1 fair 
I satisfactory 
Premature infants 14 af 8 males 
\ 6 females 
Deaths 
Alive 0 


Low abnormality 


.. 38 C1 mongol) 
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There were 53 cases of the condition usually 
referred to as high rectal atresia but more correctly 
designated rectal agenesis. The distal portion of 
the rectum isdevelopmentally absent and the hind- 
gut terminates above the pelvic diaphragm, with 
or without a fistulous communication to the 
proximal urethra in the male, to the genital tract 
in the female. The sacrum is often abnormal, 
completely absent, partially absent, or grossly 
deformed. Nixon and Williams (1957) have 
given a concise description of these sacral 
deformities and their significance. When the 
sacrum is deficient or deformed the nerve supply 
to the bladder may be abnormal and the pelvic 
diaphragm weakened or paralysed. Further, in 
rectal agenesis the urinary tract is not uncom- 
monly developmentally abnormal. Rectal agen- 
esis occurs with a normal sacrum and normal 
urinary tract. Sacral agenesis occurs without 
rectal agenesis, and, of course, deformities of the 
urinary system occur with a normal sacrum and 
normal rectum, but any two, or all three, of these 
abnormalities may be present in one case. This 
complex of rectal agenesis, deformity of the 
sacrum and developmental abnormality of the 
urinary organs is important because the prognosis 
for children with rectal agenesis surviving opera- 
tion depends largely on the state of the urinary 
tract. 


Of the 53 children with rectal agenesis only 
29 did not suffer from some other serious con- 
genital abnormality such as a congenital heart 
lesion or esophageal atresia. Of these 29 babies, 
7 were female and 22 male. The condition is 
therefore three times more common in boys, but 
in our hands the prognosis is much worse in 
girls. 


Of the 7 female infants, 3 were under 44 Ib, all 
had a fistulous communication between the 
termination of the large bowel and the genital 
system. In 2 cases the opening was into the 
posterior vaginal fornix, and in 5 cases into a 
urogenital sinus: in other words, there was a 
cloaca into the posterior aspect of which the 
rectum opened. 3 cases were complicated by a 
hydrocolpos; 5 had congenitally abnormal urinary 
systems and one had agenesis of the sacrum. All 
7 cases were operated upon and the 3 premature 
infants, 1 of whom had multicystic kidneys, died 
from pneumonia or secondary atelectasis. There 
were 2 late deaths, | at 13 weeks from pyelo- 
nephritis in hydronephrotic kidneys and | at 18 
months following an attempt to save failing 
dilated kidneys by transplanting the ureters into 
an ileal loop. These 2 deaths were both due to a 
combination of dilatation and infection of the 
urinary tract. Two children are alive: One has a 
permanent colostomy and cutaneous  ureter- 
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ostomy draining her single hydronephrotic 
kidney; she is 3 years old and weighs only 214 Ib. 
The other is 53 years old, micturition is normal, 
she soils only occasionally, is in excellent health 
and attending school regularly. This high 
mortality in girls is the result of failure of the 
bladders of these children with a persistent cloaca 
to empty, and the inevitability of infection follow - 
ing drainage. 

The 22 boys present a rather less dismal pic- 
ture. 3 were premature, only | under 43 Ib, 3 
were mongols. All except 2 had a communica- 
tion between the termination of the hind gut and 
the urinary system, usually the prostatic urethra. 
On review of these children’s X-rays, the sacrum 
is considered to be significantly abnormal in 6; in 
2 of these there is complete agenesis of the 
sacrum. 2 further cases have sacral abnormalities 
of doubtful significance. At the time of opera- 
tion, 13 babies were thought to have normal 
urinary tracts, in the other 9 the urinary tract was 
definitely abnormal. 2 cases had only one kid- 
ney, | a pelvic horseshoe kidney, with dilated 
ureters; 2 had bilateral hydronephrosis, 4 uni- 
lateral hydronephrosis and | dilated ureters, the 
state of the kidneys being doubtful. Several 
other babies had some dilatation of one ureter, 
usually the left. All 22 infants were operated 
upon and all survived operation. One died at 
18 months and one in convulsions at 4 months. 
Both these deaths were probably due to uremia. 


Of the 20 children still alive, 9 have abnormal 
or severely damaged urinary tracts. One has a 
cutaneous ureterostomy draining his single hydro- 
nephrotic kidney. Several others who have 
normal intravenous pyelograms have _inter- 
mittent or chronic urinary infection. For 50°, 
of those which survive, the ultimate outlook from 
the renal point of view is not very hopeful. 


There is a further group of 10 cases with rectal 
agenesis, all over 54 Ib at birth, which had one or 
more further severe abnormalities. One was a 
mongol with a cardiac abnormality, and ruptured 
cecum, | had had the cord round the neck and 
was asphyxiated, he had primary atelectasis and 
crossed renal ectopia. We failed to resuscitate 
these 2 children and they were not operated upon. 
One baby died after repair of a leaking meningo- 
myelocele and before treatment of his rectum, and 
1 died of shock after repair of an exomphalos 
major and treatment of his rectal abnormality. 
3 had esophageal atresia, 2 with and 1 without 
fistula. One of these also had a severe heart 
lesion. A child who had micrognathia and 
arthrogryposis multiplex congenita died at 19 
months. 3 children with rectal atresia and ceso- 
phageal atresia are alive. 2 had the esophagus 
repaired and a colostomy. By the time definitive 


surgery for the rectum was undertaken the urine 
was seriously infected via the fistula. Aged 9 
months and 19 months both are small, rather un- 
satisfactory infants. The third child was a big baby 
and definitive treatment of his aeesophagus and 
rectum was undertaken at the same time. He is 
now 3 years old and has done well. 

Lastly, there is a group of 14 infants who had 
rectal agenesis. All 14 babies weighed under 
5 lb, 10 weighed under 44 Ib, 5 weighed less than 
4 lb, and 2 weighed less than 3} Ib. They all 
had one or more additional abnormalities. 7 had 
cesophageal atresia and of these 1 had a cardiac 
abnormality and 2 duodenal atresia. 6 had a 
severe cardiac lesion, or more often lesions. Of 
these, included above had esophageal atresia, | 
had hydrocephalus, | kernicterus, and | multiple 
skeletal abnormalities. 3 had a heart lesion only, 
1 had multiple duplication cysts of the ileum and 
| primary atelectasis and a pneumothorax. All 
14 died in the post-operative period. 

It can be said therefore that rectal agenesis is a 
very serious abnormality. The full-term baby 
without other congenital deformity will stand the 
rather formidable operation well. Prognosis is 
better in boys than girls. The prognosis when 
rectal atresia is complicated by one or more other 
severe congenital abnormalities is poor, even in 
full-term infants. The prognosis is much worse 
in premature infants and when in addition to 
prematurity there are other abnormalities it is 
usually hopeless. 

Late deaths or poor health result from abnorm- 
ality or damage to the urinary tract. 

The prognosis for fecal continence is, however, 
much better than is generally supposed, provided 
the mothers and children are managed with 
patience and understanding. Few, if any, of these 
children with agenesis of the terminal rectum are 
continent of faces in the usual sense of the term. 
They will, however, if carefully managed, in time 
be able to lead normal lives. The age at which 
they may be expected to become clean is much 
later than for a normal child, usually somewhere 
between 5 and 7, so that few of the patients in this 
series are old enough for assessment and I have 
considered for this purpose 12 older children 
attending my out-patients. 

The only hopelessfcases are those with a stric- 
ture. The worst mistake in management is to 
allow the child to become constipated. Some 
children are clean all day if a colon wash-out is 
given well before the time of starting for school, 
others remain clean if they take a dose of Epsom 
salts before breakfast to empty the colon. It is 
sometimes worth arranging that the child goes to 
school in the morning only for the first year until 
he gains confidence and to prevent him from being 
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In reviewing these cases, it is interesting to note 
variations in the pattern of development of 
symptoms from that of bigger infants. In the 
bottle-fed babies, reluctance to feed was the first 
symptom, regurgitation was commoner than 
definite vomiting, and projectile vomiting was 
rare. In half the cases the pyloric tumour was 
felt before visible peristalsis was seen. 


All the infants were under 44 Ib at birth and at 
the time of operation, except one who was 2 Ib 
13 oz at birth and 4 Ib 12 oz at operation. The 
lowest weight at the time of operation was 2 Ib 
84 oz. These small infants are still small 
citizens. 


Anorectal abnormalities —9\ infants were ad- 
mitted with anorectal abnormalities (Table II); 
of these 38 had a /ow abnormality—anal stenosis, 
covered anus, with or without fistula, and an- 
terior displacement of the anus including low 
vaginal anus. The operation required for the 
correction of most of these conditions is com- 
paratively minor, and it takes a really bad surgeon 
to produce an incontinent child. The after-care 
of these cases is, however, very important, as 
obstinate constipation with overflow incontinence 
can follow neglect and is easier to prevent than to 
cure. One of our 38 cases was a mongol. The 
follow-up of this group presents little interest and 
I shall not refer to these cases further. 


Taste I1.—91 Casts OF ANORECTAL ABNORMALITY (EXCLUDING 
VESICO-INTESTINAL FISSURE AND ECTOPIA VESIC#) 


High abnormality 53 
Without other severe abnorm- 
alities 
Females. . premature) 
Persistent cloaca 5 
Abnormal urinary system 5 
Hydrocolpos 3 
Deaths 
Alive > f unsatisfactory | 
“ satisfactory 
Males 55 JS 3 premature 
3 mongols 
Fistula 20 
Abnormal sacrum 8 
Abnormal urinary system 9 
Deaths 2 (late) 
Alive 29 J unsatisfactory 9 
satisfactory 
With one or more additional 
severe abnormalities 
Full-term infants . . 10 males 
1 mongol 
{ 3 no operation on rectum 
Deaths 7 43 early 
(1 late 
fl unsatisfactory 
LI satisfactory 4 ~ 
Premature infants . 14 8 males 
6 females 
Deaths 14 
Alive 


Low ‘abnormality 


.. 38 (1 mongol) 
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There were 53 cases of the condition usually 
referred to as high rectal atresia but more correctly 
designated rectal agenesis. The distal portion of 
the rectum isdevelopmentally absent and the hind- 
gut terminates above the pelvic diaphragm, with 
or without a fistulous communication to the 
proximal urethra in the male, to the genital tract 
in the female. The sacrum is often abnormal. 
completely absent, partially absent, or grossly 
deformed. Nixon and Williams (1957) have 
given a concise description of these sacral 
deformities and their significance. When the 
sacrum is deficient or deformed the nerve supply 
to the bladder may be abnormal and the pelvic 
diaphragm weakened or paralysed. Further, in 
rectal agenesis the urinary tract is not uncom- 
monly developmentally abnormal. Rectal agen- 
esis occurs with a normal sacrum and normal 
urinary tract. Sacral agenesis occurs without 
rectal agenesis, and, of course, deformities of the 
urinary system occur with a normal sacrum and 
normal rectum, but any two, or all three, of these 
abnormalities may be present in one case. This 
complex of rectal agenesis, deformity of the 
sacrum and developmental abnormality of the 
urinary organs is important because the prognosis 
for children with rectal agenesis surviving opera- 
tion depends largely on the state of the urinary 
tract. 


Of the 53 children with rectal agenesis only 
29 did not suffer from some other serious con- 
genital abnormality such as a congenital heart 
lesion or cesophageal atresia. Of these 29 babies, 
7 were female and 22 male. The condition is 
therefore three times more common in boys, but 
in our hands the prognosis is much worse in 
girls. 


Of the 7 female infants, 3 were under 44 Ib, all 
had a fistulous communication between the 
termination of the large bowel and the genital 
system. In 2 cases the opening was into the 
posterior vaginal fornix, and in 5 cases into a 
urogenital sinus: in other words, there was a 
cloaca into the posterior aspect of which the 
rectum opened. 3 cases were complicated by a 
hydrocolpos; 5 had congenitally abnormal urinary 
systems and one had agenesis of the sacrum. All 
7 cases were operated upon and the 3 premature 
infants, 1 of whom had multicystic kidneys, died 
from pneumonia or secondary atelectasis. There 
were 2 late deaths, | at 13 weeks from pyelo- 
nephritis in hydronephrotic kidneys and | at 18 
months following an attempt to save failing 
dilated kidneys by transplanting the ureters into 
an ileal loop. These 2 deaths were both due to a 
combination of dilatation and infection of the 
urinary tract. Two children are alive: One has a 
permanent colostomy and cutaneous ureter- 
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ostomy draining her single hydronephrotic 
kidney; she is 3 years old and weighs only 214 Ib. 
The other is 5} years old, micturition is normal, 
she soils only occasionally, is in excellent health 
and attending school regularly. This high 
mortality in girls is the result of failure of the 
bladders of these children with a persistent cloaca 
to empty, and the inevitability of infection follow - 
ing drainage. 

The 22 boys present a rather less dismal pic- 
ture. 3 were premature, only | under 43 Ib, 3 
were mongols. All except 2 had a communica- 
tion between the termination of the hind gut and 
the urinary system, usually the prostatic urethra. 
On review of these children’s X-rays, the sacrum 
is considered to be significantly abnormal in 6; in 
2 of these there is complete agenesis of the 
sacrum. 2 further cases have sacral abnormalities 
of doubtful significance. At the time of opera- 
tion, 13 babies were thought to have normal 
urinary tracts, in the other 9 the urinary tract was 
definitely abnormal. 2 cases had only one kid- 
ney, | a pelvic horseshoe kidney, with dilated 
ureters; 2 had bilateral hydronephrosis, 4 uni- 
lateral hydronephrosis and | dilated ureters, the 
state of the kidneys being doubtful. Several 
other babies had some dilatation of one ureter, 
usually the left. All 22 infants were operated 
upon and all survived operation. One died at 
18 months and one in convulsions at 4 months. 
Both these deaths were probably due to uremia. 


Of the 20 children still alive, 9 have abnormal 
or severely damaged urinary tracts. One has a 
cutaneous ureterostomy draining his single hydro- 
nephrotic kidney. Several others who have 
normal intravenous pyelograms have _inter- 
mittent or chronic urinary infection. For 50% 
of those which survive, the ultimate outlook from 
the renal point of view is not very hopeful. 

There is a further group of 10 cases with rectal 
agenesis, all over 5} Ib at birth, which had one or 
more further severe abnormalities. One was a 
mongol with a cardiac abnormality, and ruptured 
cecum, | had had the cord round the neck and 
was asphyxiated, he had primary atelectasis and 
crossed renal ectopia. We failed to resuscitate 
these 2 children and they were not operated upon. 
One baby died after repair of a leaking meningo- 
myelocele and before treatment of his rectum, and 
1 died of shock after repair of an exomphalos 
major and treatment of his rectal abnormality. 
3 had cesophageal atresia, 2 with and 1 without 
fistula. One of these also had a severe heart 
lesion. A child who had micrognathia and 
arthrogryposis multiplex congenita died at 19 
months. 3 children with rectal atresia and ceso- 
phageal atresia are alive. 2 had the esophagus 
repaired and a colostomy. By the time definitive 
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surgery for the rectum was undertaken the urine 
was seriously infected via the fistula. Aged 9 
months and 19 months both are small, rather un- 
satisfactory infants. The third child was a big baby 
and definitive treatment of his cesophagus and 
rectum was undertaken at the same time. He is 
now 3 years old and has done well. 

Lastly, there is a group of 14 infants who had 
rectal agenesis. All 14 babies weighed under 
5 Ib, 10 weighed under 44 Ib, 5 weighed less than 
4 |b, and 2 weighed less than 3} lb. They all 
had one or more additional abnormalities. 7 had 
cesophageal atresia and of these | had a cardiac 
abnormality and 2 duodenal atresia. 6 had a 
severe cardiac lesion, or more often lesions. Of 
these, | included above had cesophageal atresia, | 
had hydrocephalus, | kernicterus, and 1 multiple 
skeletal abnormalities. 3 had a heart lesion only, 
1 had multiple duplication cysts of the ileum and 
1 primary atelectasis and a pneumothorax. All 
14 died in the post-operative period. 

It can be said therefore that rectal agenesis is a 
very serious abnormality. The full-term baby 
without other congenital deformity will stand the 
rather formidable operation well. Prognosis is 
better in boys than girls. The prognosis when 
rectal atresia is complicated by one or more other 
severe congenital abnormalities is poor, even in 
full-term infants. The prognosis is much worse 
in premature infants and when in addition to 
prematurity there are other abnormalities it is 
usually hopeless. 

Late deaths or poor health result from abnorm- 
ality or damage to the urinary tract. 

The prognosis for fecal continence is, however, 
much better than is generally supposed, provided 
the mothers and children are managed with 
patience and understanding. Few, if any, of these 
children with agenesis of the terminal rectum are 
continent of faces in the usual sense of the term. 
They will, however, if carefully managed, in time 
be able to lead normal lives. The age at which 
they may be expected to become clean is much 
later than for a normal child, usually somewhere 
between 5 and 7, so that few of the patients in this 
series are old enough for assessment and I have 
considered for this purpose 12 older children 
attending my out-patients. 

The only hopelessgcases are those with a stric- 
ture. The worst mistake in management is to 
allow the child to become constipated. Some 
children are clean all day if a colon wash-out is 
given well before the time of starting for school, 
others remain clean if they take a dose of Epsom 
salts before breakfast to empty the colon. It is 
sometimes worth arranging that the child goes to 
school in the morning only for the first year until 
he gains confidence and to prevent him from being 
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left all day in soiled pants if he should have an 
accident. The fortitude of some of these children 
is remarkable; they refuse foods they like but 
which they have learned give them loose stools 
which they cannot control. As Potts has said 
“for these children diarrhoea is a nemesis”. Both 
the mother and child need to know that their 
medical adviser is behind them, interested, hope- 
ful and ready with encouragement and advice. 
Under no circumstances should the child ever be 
spoken of as being dirty. 


Conclusion.—Through all this certain 
threads all of which, I think, are well recognized. 
The malformation which is found most often to 
complicate the type of cases I have discussed is 
one affecting the heart, or heart and great 
vessels; only the intestinal atresias below the 
duodenum and the uncomplicated anomalies of 
rotation escape. Renal tract malformations 
come a good second, they are particularly com- 
monly associated with cesophageal atresia, and, 
of course, with rectal agenesis. (Esophageal 
atresia may be complicated by rectal agenesis 
or by duodenal atresia, and all three abnor- 
malities may occur in the same case, but we 
have not had an infant with duodenal atresia and 
rectal agenesis without cesophageal atresia. In 
this series the incidence of twins was 7°. It is 
regrettable that I have been unable to ascertain, in 
many instances, whether a twin was uni- or 
binovular. In no case were both twins affected. 

Mongolism is found most commonly with in- 
trinsic duodenal obstruction, in this series in 8 
cases (27°,) (see Table III). 

Prematurity runs through this work like a 
refrain; about one-quarter of all our babies are 
under 53 Ib at birth. This weight, which is 
chosen as the dividing line between the mature 
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TaBLe IIIl.—ASSOCIATION OF MONGOLISM WITH CONGENITAL 
ABNORMALITIES OF THE INTESTINAL TRACT 


Abnormality Cases | Mongols 

Intrinsic duodenal obstruction 30 8 
Jejunal and ileal obstruction 31 0 
Anorectal abnormalities 91 5 
Csophageal atresia | 100 | 4 
Exomphalos : 49 | 
Pleuroperitoneal hiatus hernia | 19 | 0 
Anomalies of rotation .. | 30 0 
Pyloric stenosis in premature infants .. 15 0 
Hirschsprung’s disease 27 2 

Total 392 21 


and immature, is, of course, arbitrary and 
probably quite often false, in either direction. 
The incidence of prematurity is higher in some 
groups than in others and is especially high in 
cases of cesophageal atresia and duodenal atresia. 
Until congenital abnormalities can be pre- 
vented, children’s surgeons will struggle to save 
as many lives as possible. Undaunted by 
failure, cheered by success, we become addicts to 
the very small, as if we were trying to paint 
smaller and smaller miniatures or write the Lord’s 
Prayer on smaller and smaller postage stamps. 


Acknowledgments.—1_ acknowledge my _in- 
debtedness to my colleagues Mr. P. P. Rickham 
and Mr. J. H. Johnston for allowing me to 
review their cases, and to my Registrar, Miss 
Irene Irving, who summarized the case sheets of the 
cesophageal atresias for me. I also gratefully 
acknowledge the help of the Medical Officer of 
Health for Liverpool who allowed the Health 
Visitors to visit the homes of many of the 
Liverpool cases for me. 
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Meeting 
March 17, 1960 
(continued from July Proceedings, p. 568) 


Livedo Reticularis —R. H CHAMPION, M.B., 
M.R.C.P., and ARTHUR Rook, M.D. 

V. W., aged 39. Engineer. 

History.—I\n 1951 he had symptomless hyper- 
tension (blood pressure 180/120); his blood 
pressure in 1945 was 145/80. In 1954, after 
periods of vague ill-health, he was invalided out 
of the R.A.F. with hypertension and pyuria. 
Discoloration of the skin started in 1954 and has 
slowly progressed. He has had angina pectoris 
since 1954, intermittent claudication since 1956 
and two small cerebral thromboses in May 1959. 
A gastrectomy for peptic ulcer was performed in 
September 1959. Since October 1959 he has 
been on combined hypotensive, anticoagulant 
and steroid therapy without improvement. He 
is a heavy smoker. 


On examination.—Obese and plethoric. Blood 
pressure 200/100. Slight cardiac enlargement. 
Peripheral pulses normal. Retinal vessels nor- 
mal. No papillaedema. 

Skin: Widespread, but rather patchy, livedo 
reticularis, most intense on buttocks, arms and 
legs (Fig. 1). 
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Investigations.—Blood count normal. E.S.R. 
27 mm in first hour (Wintrobe). Plasma proteins 

slight increase in a, and y globulins. W.R. 
negative. Blood cholesterol 262, blood urea 32 
mg/100 ml. Albuminuria and pyuria_inter- 
mittently since 1954. ECG: Left ventricular 
hypertrophy. I.V.P. normal. 


Histology.—Skin: Superficial capillaries are 
dilated and there is lymphocytic infiltration 
around some of them. A small artery deep in 
the corium has its lumen obliterated; the internal 
elastic lamina is intact and the appearance is not 
in any way characteristic of polyarteritis nodosa, 
but is more like endarteritis obliterans or may 
be a result of hypertension. Muscle: No 
abnormality. Stomach: Chronic peptic ulcer. 
Arteries show medial and intimal hypertrophy 
but nothing characteristic of polyarteritis (Dr. 
A. M. Barrett). 


Comment.—This patient shows evidence of 
occlusive disease in the coronary, cerebral and 
leg arteries. Livedo reticularis is usually ac- 
cepted as a dilatation of capillaries and sub- 
papillary venous plexus due to a disorder of the 
larger cutaneous arterioles. It has been de- 
scribed in association with syphilis and tuber- 
culosis. More recently many cases have been 
attributed to polyarteritis; in these there have also 
been nodules or histological evidence of poly- 
arteritis. 

However, there are other cases which are 
sometimes inappropriately called primary. These 
almost certainly comprise a heterogenous group. 
In most the changes have been restricted to the 
skin, but cases with widespread arterial disease 
have been reported (Barker e7 a/., 1941; Herzberg, 
1956). 

In this case the histological changes in the skin 
vessels are more gross than is usual in benign 
hypertension and the patient does not present the 
picture of malignant hypertension. The nature 
of the arterial disease is therefore uncertain. 

Acknowledgment.—We are very grateful to 
Dr. R. Arden Jones for permission to report 
this patient. 
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Dr. I. B. Sneddon: I have seen 3 cases of reticular 
livedo. 2 were referred from the Neurological Unit, 
the patients having had cerebrovascular accidents. I 
suggested that they might be cases of polyarteritis 
nodosa but this has not been confirmed. The third 
case was referred purely because of the skin condition 
and was found to have hypertension and albumin- 
uria. I feel that the skin changes do suggest a gen- 
eralized vascular disease, but that this may not be 
polyarteritis nodosa. 


Dr. H. Haber: I remember a case of a 19-year-old 
boy with a typical livedo racemosa of the lower and 
upper extremities. He had fallen into a river while skat- 
ing, his clothes got wet and froze to his body. Months 
later he took a job where he worked quite a lot in cold 
water. A few years later he developed a typical livedo 
racemosa and the histological picture revealed end- 
arteritis of the larger vessels on the border of the 
cutis and subcutis. I think cold trauma might have 
played an important part in the development of his 
condition. Livedo racemosa is the clinical expression 
of vascular changes involving larger vessels at the 
junction of the cutis and subcutis. It is found in late 
syphilis and tuberculosis. One case has been de- 
scribed in endocarditis, but any vascular occlusive 
process in this region might produce the clinica! 
picture of livedo racemosa. The case under dis- 
cussion might well be due to a sclerotic process in the 
vessels. 


Multiple Metastatic Carcinomata of Skin.—B. 
ScuHwartz, M.D. 

A. H., male, aged 73. Retired. 

History.—Approximately five weeks ago, with 
no previous history of skin disease, this patient 
suddenly developed a widespread non-irritant 
skin eruption consisting of small lumps, chiefly 
over the trunk. He suffered no associated con- 
stitutional upset. 

Between 1952 and 1959 he was treated for 
pulmonary tuberculosis but has had no drugs or 
other treatment for more than one year. 

Clinical findings.—On examination about one 
week after the onset he had an extensive nodular 
eruption, profuse centrally on the trunk and more 
sparse on the limbs. The individual lesions were 
solid nodules, pinkish brown in colour, asym- 
metrically placed and varying from 2-3 mm to 
1-5 cm in diameter. Some of the lesions on the 
legs had regressed leaving a hemorrhagic border 
and there was some purpura. 

Subsequently the lesions on the trunk became 
fewer but the pinkish nodules on the face have 
increased in number. 

Apart from some enlargement of the inguinal 
glands there was no significant adenopathy and 
the liver and spleen were normal. The prostate 
was smooth, firm and moderately enlarged. 

Investigations.—An_ initial biopsy from a 
lesion on the left side of the chest showed some 
ceedema of the upper dermis and an irregular 
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infiltration of the mid and lower zones, chiefly by 
chronic inflammatory cells. 

Blood count (19.2.60): Hb 9-5 g/100 ml (65%). 
P.C.V. 31%. M.C.H.C. 30%. Reticulocytes 
11:8°%. E.S.R. 24 mm in first hour (Wintrobe). 
W.B.C. 24,500 (neutros. 54%, lymphos. 9%, 
monos. 17%, eosinos. basos. 2°, blasts 
1%, premyelos. 2°%, metamyelos. myelos. 
6%). 

The red cells show anisochromasia and many 
polychromasic cells. Many of the cells classified 
as monocytes are granular. Platelets normal. 

Blood count (26.2.60): Hb 10 g/100 ml (68 °,). 
Reticulocytes W.B.C. 4,200. 

X-ray chest: Irregular opacities at both 
apices and in right upper zone are accompanied 
by streaky shadowing which extends down to 
both hilar areas. The remainder of the lung 
fields are clear and the cardiac outline is within 
normal limits. The appearances are compatible 
with past tuberculosis, but give no indication of 
any possible activity. 

Biopsy 4.3.60 (Dr. H. Haber): Lesion from 
right side of abdomen: A secondary deposit of an 
anaplastic carcinoma (bronchus ?). 

Two peripheral blood counts show a marked 
leuko-erythroblastosis coupled with anemia. 
There is no significant iron deficiency. 

The marrow is hyperactive with some increase 
in granulocyte production. There is no evidence 
of any leukemia or allied dyscrasia and no 
infiltration by abnormal reticulum cells. The 
finding of one small clump of cells foreign to the 
bone marrow suggests that this is a diffusely 
metastatic carcinomatous process. 

The second blood count shows that the 
reaction is diminishing, in keeping with a single 
hematogenous episode coinciding with the 
original development of the skin lesion. 

Comment.—A_ diagnosis of secondary car- 
cinoma was amongst those considered at the 
patient’s first visit, but was not immediately 
confirmed by examination of a skin section, the 
chest X-ray or the bone-marrow. Any specific 
findings in the skin section were seemingly over- 
shadowed by an inflammatory reaction. Some 
other infiltration, probably of the reticulo-endo- 
thelial system, was therefore considered: such 
conditions, for example, as the leukemias, 
lymphosarcoma, sarcoidosis and even, in view 
of his past history, tuberculosis. It was only 
when a more mature lesion was biopsied at a 
later date that the diagnosis became obvious and 
a further search of the bone marrow gave con- 
firmation. The most recent X-ray, taken 16.3.60, 
shows a rounded opacity behind the anterior 
end of the second right rib, which is probably a 
caseous round focus, but a nodular new growth is 
a remote possibility. 
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Postscript (21.4.60).—Treatment with cyclo- 
phosphamide was commenced on 22.3.60 with an 
initial daily dose of 200 mg intravenously. This 
was increased to 300 mg after four days and to 
400 mg after a further five days. Eight days 
later, when the white blood count had fallen to 
1,600 per c.mm, oral administration of the 
drug was commenced with 100 mg b.d., and after 
three days this was reduced to 100 mg daily. 
The drug was temporarily withdrawn when the 
white cell count had fallen to 250 per c.mm, 
and a transfusion of the packed cells of four 
pints of blood was given. While the blood count 
was low, novobiocin and tetracycline were pre- 
scribed as a cover against infection. 

The treatment resulted in a rapid resolution of 
all the visible lesions within two weeks. 

Clinical findings.—Apart from some residual 
staining on the legs where the lesions had been 
purpuric, the skin is completely clear of the 
former eruption. 

Investigations.— X-ray 
change during treatment. 

X-rays of renal tract: Showed normal findings. 

Serum acid phosphatase: Normal. 

Blood counts: 22.3.60 before treatment com- 
menced: Hb 59°. Total W.B.C. 16,600 with 
21% atypical cells. Platelets 157,000. 7.4.60: 
Hb 53%. Total W.B.C. 1,600. 13.4.60: Hb 
46%. Total W.B.C. 250. Platelets 20,000. 
18.4.60: After transfusion. Hb 66%. Total 
W.B.C. 1,200. 


chest: No significant 


Meeting 
April 21, 1960 


Two Cases of Vogt-Koyanagi-Harada Disease.— 
T. A. Casey, M.Ch., D.O., and P. D. 
SAMMAN, M.D. 

Case I.—G. M., male, aged 29. Foundry 
worker. The patient is a Cypriot who arrived in 
the United Kingdom in 1947. 

History.—January 1957: Blurring of vision due 
to acquired myopia; uveitis was suspected but 
there were no objective signs. 

March 1957: Bilateral serous (retinal) detach- 
ment reduced vision to hand movements right and 
left. Complained of headaches and buzzing in 
ears. Temperature 99° F. 

April 1957: Definite evidence of uveitis. Retinal 
detachment had resolved with marked improve- 
ment in vision. White eyelashes and patches of 
vitiligo were noted. Treatment with pred- 
nisolone 25 mg daily began. 

April 1957 to date: Maintained on steroids and 
suffers relapse if dose of prednisolone is lower 
than 10 mg daily. 

Present state-—No skin lesions; no uveitis. 
Fundi show areas of depigmentation and aggre- 
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Acknowledgments.—\ am indebted to Dr. Nigel 
Kemp and the Department of Hematology, St. 
George’s Hospital, for their kind supervision of 
the treatment in this case. 


Dr. K. V. Sanderson: I saw a similar case about 
twelve years ago. A man of 60 suddenly developed 
an eruption of nodules on the trunk. These were 
symmetrical, following the lines of the ribs, and there 
were about 40 or 50 individual lesions. They in- 
creased very rapidly in size. Chest X-rays showed 
an opacity at the hilum of the left lung. At necropsy 
a primary bronchial carcinoma was found which had 
eroded into one of the pulmonary veins and pro- 
duced blood-borne metastases. 


The following cases were also shown: 

(1) Mycosis Fungoides. (2) Fibro-epithelioma 
(Pinkus).—Dr. HUGH GorRDON. 

Leucotrichia Annularis in Three Generations.. 
Dr. J. SAVAGE. 

Necrobiosis Lipoidica.—Dr. M. A. Cowan (for 
Dr. R. E. CHURCH). 

Ringed Hair (Leucotrichia Annularis).—Dr. R. H. 
CHAMPION and Dr. A. ROoK. 

(1) Contact Dermatitis (Alcohol). (2) Argyria.— 
Dr. I. MartTIN-SCOTT. 

Lichen Aureus.—Dr. C. D. CALNAN. 

(1) Chronic Dermatomyositis. (2) Rheumatoid 
Nodules.—Dr. S. C. 

Familial Benign Chronic Pemphigus with Chronic 
Staphylococcal Folliculitis.—Dr. J. 
Dr. R. Carrns, and Dr. G. B. MitcHeELt- 
HEGGs. 


gations of pigment. (Vision now normal.) 
Patient still has buzzing in ears which becomes 
worse if prednisolone is reduced to 5 mg daily. 

Investigations —C.S.F.: 26.3.57: Leucocytes 
120, all monocytes. Protein 70 mg/100 ml. 
Globulin increased. 18.4.57: Leucocytes 22 
(polys. 10°, lymphos. 90°). Protein 100 mg/ 
100 ml. Globulin not increased. 

Aspirates of aqueous humour and C.S.F. were 
injected into mice without ill effect. No cyto- 
pathic effects on tissue culture cells. 


Case II.—M. R., female, aged 19. Typist. 

History.—When first seen in February 1960 
she had been under treatment elsewhere for 
uveitis since April 1959. The condition had 
begun gradually and vision was reduced to R. 6/24 
and L. 6/60 so that she was unable to read. 

Present state-—Skin: One white eyelash, on 
right upper eyelid. Extreme freckling and a few 
patches of vitiligo about upper parts of breasts 
and on shoulders. Scrapings for T. versicolor are 
negative. 
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Eyes: Alternating divergent squint. Adhesions 
of iris and lens. Fields show central scotomata. 
Slit lamp microscope shows circulating cells in 
aqueous humour. 

Fundi: Scattered discrete punched-out foci of 
old choroiditis. Foci of active choroiditis at 
discs. There has been a slight improvement 
in vision under treatment with systemic 
prednisolone. 

Investigations.—C.S.F. normal. 
porphobilinogen detected. Serum: markedly 
raised gamma globulin. Antistreptolysin 0 titre 
800 units/ml (one month later 400 units/ml). No 
evidence of atypical antibodies. Aspirates of 
aqueous and C.S.F. were injected into vitreous of 
mice without ill effects. No virus isolated after 
passage in human epithelioma, monkey kidney 
and human amnion cells, and in suckling mice. 

Acknowledgment.—Our thanks are due to Mr. 
P. D. Trevor-Roper for permission to show this 
patient. 

Comment.—Vogt-Koyanagi-Harada disease is 
of interest to ophthalmologists and dermat- 
ologists and often presents a diagnostic problem 
to neurologists. 

The disease commonly presents with a menin- 
geal phase with low fever, tinnitus, deafness, head- 
ache, vomiting and neck rigidity. In a series of 5 
patients reported by Reed ef al. (1958), 1 had an 
exploratory craniotomy. The ophthalmic phase 
is ushered in by complaints of photophobia, 
watering of the eyes and rapid loss of vision. The 
anterior or posterior part of the uveal coat may be 
involved. The optic disc may be swollen 
resembling papilledema. The ectodermal mani- 
festations of poliosis, vitiligo and alopecia seldom 
appear before the first month. A virus etiology 
has often been postulated though it is more likely 
to be an auto-immune disease. 

Less than 30% regain useful vision. Corti- 
costeroids appear to be the only treatment of 
value. 


Urine: no 


REFERENCE 
Reep, H., Linpsay, A., SI-versipes, J. L., SPEAKMAN, 
J., Monckton, G., and Ress, D. L. (1958) Canad. 
med. Ass. J., 79, 451. 


Porphyria Cutanea Tarda.—DeNis SHARVILL, 
M.R.C.P. 

Mrs. G. T., aged 44. 

History.—Good health except for a gravit- 
ational ulcer six months ago and a boil in the ear 
four months ago, treated with local and systemic 
antibiotics but not sulphonamides. Three months 
ago her fingertips felt as if they had been pinched; 
one morning her eyelids were puffy and her face 
itched. The present eruption started two months 
ago; it causes little itching or discomfort. Bright 
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days make it worse, and the skin is unusually 
fragile. She does not take alcohol or any drugs. 
There is no history of unusual nervous symptoms 
or of abdominal emergencies, either in the patient 
or in numerous siblings and children. 


Present state.-—The eruption is sharply confined 
to the face and dorsa of the hands, with slight 
spattering up the forearms. The primary lesions 
are bulle from 3 to 30 mm in size, mostly 
about 10 mm at full development. They arise 
from normal skin, in areas most exposed to light 
rather than in those most subject to trauma. 
Most contain clear fluid, but some have blood- 
stained contents. Ruptured bulle leave brown 
scabbed areas which persist for some time, and 
there is also a marked increase in pigmentation of 
the face and hands. The mucosz are unaffected. 
There is no increase in facial hair. No milia or 
sclerodermoid changes are yet visible. The 
distal parts of the nail plates are a curious green 
colour and are separated from the nail beds. 
Under Wood’s light the pigmented areas of the 
face appear a remarkable mahogany colour, but 
do not fluoresce; the nails fluoresce a clear white. 
General examination shows no significant ab- 
normality; the liver is not enlarged. 

Investigations.—Hb 74°%,, E.S.R. 53 mm in one 
hour (Westergren). Liver function tests re- 
peatedly normal. Serum proteins show a slight 
decrease in albumin and a slight increase in 
gamma globulin. Histamine pricks and the 
inunction of Trafuril cream cause abnormally 
weak vascular responses. Tzanck test negative. 


Histology.—A very recent bulla seen at the 
epidermodermal junction contains inflammatory 
cells; P.A.S.-positive material is present in the 
epidermis, and in the walls of the small vessels, 
which are very numerous. Light sensitivity has 
not yet been investigated. 

Porphyrin studies (Mrs. M. Peters).—Blister fluid 
does not fluoresce. Serum shows a strong pink 
fluorescence, and an unstained electrophoretic 
strip fluoresces strongly in the albumin region; 
this fluorescence fades after exposure to light. 
Urine: Porphobilinogen not detected. Riming- 
ton’s test for excess porphyrins negative, but 
porphyrins detected by fluorescence in an ether 
extract of 250 ml of urine. Rimington’s qualit- 
ative test for excess porphyrins in feces strongly 
positive. Quantitative investigation shows 117 pg 
of coproporphyrin and 198 yg of protoporphyrin 
per gram of dry weight of feces (normal ranges, 
0-20 and 0-30 respectively). 

Comment.—An early case of “‘pure”’ porphyria 
cutanea tarda, without abdominal or nervous 
symptoms, and with a negative family history. 
There is no evidence of liver damage, and drugs 
do not seem to be implicated. 
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Treatment.—None, other than large doses of 
vitamin B complex. Sunscreens containing 
benzophenones have proved ineffective. 

Addendum (11.10.60).—Curing the six weeks 
following presentation bulla became less frequent 
and finally ceased to appear. The facial pigmen- 
tation is gradually fading. Specimens of serum 
still fluoresced during July and August, but did 
not do so in September. Fecal porphyrin levels 
have, however, risen and the last specimen 
(28.9.60) contained 490 yg of protoporphyrin 
per gram of dry weight. 

Dr. Louis Forman: The changes in the nails, de- 
tached from the nail beds, with pigmentation, suggest 
a dystrophy which might be a sequel of blistering of 
the nail bed. Traumatic subepidermal blistering is a 
clinical feature of porphyria cutanea tarda. The sec- 
tion of the skin shows considerable connective tissue 
changes which would be indicative of diminished 
tensile strength 

Dr. G. B. Dowling: Has Dr. Sharvill been able to get 
in touch with the relatives in some of whom evidence 
of the disease in latent form should ordinarily be 
found ? 

Dr. A. Herxheimer: What was the idea of the 
histamine tests, and what significance is attached to 
the findings ? 

Dr. Sharvill: The patient has 5 children, 1 a Mongol; 
I hope to examine their feces shortly. The histamine 


tests were carried out more to forestall criticism had 


Meeting 
May 19, 1960 


Histiocytosis X.—H. Buck, M.D. (for G. C. 
WELLS, F.R.C.P.). 

Mrs. C. D., aged 31. Waitress. 

History—\n November 1959 the patient 
developed two or three itchy papules on the scalp 
followed later by similar papules on the chest and 
hips. These were never plentiful but were per- 
sistent. In January 1960 she noticed sharp left 
chest pain on deep breathing, but felt quite well 
with no cough or fever. In February her chest 
was X-rayed for suspected pleurisy but no 
abnormality was found. Intercostal strain was 
diagnosed and short-wave diathermy was given 
with little improvement. At this stage she was 
seen in the Skin Department. 

Past history—Two miscarriages, the last in 
1953; low back strain nine years previously. 

Clinical findings.—About a dozen small, firm 
rather translucent papules were scattered over the 
scalp, chest and left hip. There was tenderness of 
the left posterior ribs, rib springing was positive 
on this side and there was also reduced inspira- 
tory movement. Breath sounds were normal. 
There was no lymphadenopathy and the liver and 
spleen were not felt. No diagnosis could be made. 
Investigations. Hemoglobin 14-2 g%. W.B.C. 
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they been omitted, than for their intrinsic value, which 


is possibly small. Wells and Rimington (1953) first 
described the P.A.S.-positive changes in the vessel 
walls. The abnormal vascular responses were des- 
cribed by Holti et al. (1958); I have found these 
diminished responses in some presumably normal 
subjects, including myself. 
REFERENCES 
Ho ti, G., RIMINGTON, C., TATE, B. C., and THOMas, 
G. (1958) Quart. J. Med., 27, 1. 
We ts, G. C., and Rimincton, C. (1953) Brit. J. 
Dermat., 65, 337. 


The following cases were also shown: 
(1) Acrokeratosis Verruciformis (Hopf). (2) 
Dermatofibrosarcoma Protuberans. — Dr. 
P. D. SAMMAN. 
Pustular Psoriasis.—Dr. D. S. WILKINSON. 
Tuberculous Ulcers.— Dr. I. SaRKANy (for Dr. 
D. I. WILLIAMS). 
Alopecia Mucinosa (Pinkus).—-Dr. A. W. 
McKenzie (for Dr. E. J. MOYNAHAN). 
Occipital Nodules, for Diagnosis.—-Dr. D. C. G. 
BeTT. 

Multiple Metastatic Carcinomata of Skin. — 
Dr. B. ScHwarTz (shown first at the Meeting 
of March 17, 1960-—see p. 962). 

Case for Diagnosis, Probably Lichen Planus— 
Confined to the Nails and Paronychial Region 
for Eight Years.—Dr. C. M. RIDLEY. 


7,400 (neutros. lymphos. 35°%, monos. 3%, 


eosinos, 1°4). E.S.R. 20 mm/one hour (Wester- 
gren). 

Chest and rib X-rays (28.3.60): Numerous 
rounded opacities both upper zones of the chest. 
Fracture of the posterior end of left sixth rib. 
Comparison with previous chest films (February 
9, 1960) showed lung opacities not present at 
that time although area of translucency in left 
posterior rib. Present fracture pathological, 
overall picture likely due to metastases. 

Skin biopsy suggests reticulum cell sarcoma. 
Rib biopsy (left sixth posterior): eosinophilic 
granuloma of bone. 

Sputum negative for acid-fast bacilli and 
malignant cells. 

Dr. H. Haber: The histological specimen shows 
characteristic features seen in histiocytosis X. There 
are numerous pale epithelioid histiocytes intermingled 
with eosinophils. The same picture is encountered in 
eosinophilic granuloma of bone. 

Dr. S. C. Gold: I have seen a female patient, a 
nurse of 26, who is under the care of Professor Russell 
Fraser, of Hammersmith Hospital. Her illness started 
with diabetes insipidus; later she developed a granulo- 
matous ulcer on the vulva which revealed the charac- 
teristic histology of eosinophilic granuloma. The 
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ulcer healed after X-irradiation though she developed 

another similar lesion on an adjacent site. More 
recently she has developed a papular and very 
irritable eruption in her scalp and in the axille; this 
both clinically and histologically resembled the skin 
lesions of Letterer-Siwe disease. Treatment of these 
areas with superficial X-ray produced complete 
symptomatic relief. After four years this patient 
remains in reasonable health. 

Dr. H. Haber: I have seen an interesting case of 
histiocytosis X in a man of over 60. He had a non- 
descriptive dermatosis of the scalp, groins and axille. 
The lesions looked like Hailey-Hailey’s disease or 
Darier’s disease. The histology, however, was 
typical of Letterer-Siwe disease. The patient died in 
hospital and the cause of death could not be estab- 
lished. The only conspicuous feature was the presence 
of marked hemosiderin deposit within Kupfer cells 
of the liver. 

Dr. C. D. Calnan: As a result of the case to which 
Dr. Haber has just referred, I went into this problem 
and found that there have been a number of cases of 
this syndrome described in adult life (Panner and 
Carter, 1959). They have a variety of clinical presen- 
tations, do not fit readily into any of the three or 
four standard patterns, and some are diagnosed only 
at autopsy. When we went over the histology Dr. 
G. B. Dowling recalled that he once showed a similar 
patient to this Section many years ago when it was 
undiagnosed (Dowling, 1933). 


REFERENCES 
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Dow ina, G. B. (1933) Brit. J. Derm., 45, 34. 
Dr. M. Feiwel: Should these patients not receive 
systemic steroids? 


Dr. H. Buck: We feel that steroid or X-ray treat- 
ment should be withheld until symptoms demand it. 


Acanthosis Nigricans—Juvenile Type.—J. G. 
Homes, M.D., M.R.C.P. 


A. L. P., male, aged 2 years 6 months. 


History.—The child was healthy at birth. At 
about | year of age the skin of his chest became 
flushed and irritable and shortly afterwards began 
to thicken and go brown. The condition has 
slowly extended. The parents are not related, and 
their other child, aged 10 months, is alive and well. 

Clinical findings and progress.—A healthy 
child apart from the skin which shows discolora- 
tionand brownishepithelial hypertrophy encircling 
the neck and involving the axilla, groins, sides of 
the abdomen and behind both knees. Hair, nails, 
teeth and the mucous membranes seem normal 
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although the lips appear thickened. While under 
observation he has continued to thrive and gain 
weight, but the lesions have extended and nearly 
all his skin appears abnormal (August 1960), 

Investigations.—Skin biopsy showed hyper- 
keratosis and papillomatosis with some basal 
pigmentation which confirmed the clinical diag- 
nosis. Chest radiograph, urinalysis, blood count 
and plasma proteins were all normal. 

Comment.—This child has now been followed 
for over eighteen months. It would appear that 
he is suffering from the so-called benign type of 
the condition that is not associated with malig- 
nant disease. Curth and Aschner (1959) think 
this is an inherited condition. We plan to show 
the child to the Section when he is older to con- 
firm the good prognosis. 

REFERENCE 

CurtH, H. O., and AscHner, B. M. (1959) Arch. 
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Dr. R. Warin: I showed cases of juvenile acanthosis 
nigricans in twin girls (dissimilar) at the South West 
of England and Wales Dermatological Society meeting 
in February 1959. These children, now aged 7, have 
been under my care for two years. The curious thing 
is that the areas are gradually extending. When first 
seen the groin and pubic patch extended to a position 
halfway between the pubes and umbilicus. This has 
now risen some 3-4 in. 


REFERENCE 
Warin, R. P. (1959) Brit. J. Derm., 71, 402. 


The following cases were also shown: 

Two Cases of Angiokeratoma Corporis Diffusum. 
—Dr. E. H. Jevciwek (for Dr. H. J. 
WALLACE). 

Angiokeratoma Corporis Diffusum.—Dr. Davip 
Wise (for Dr. H. J. WALLACE). 

Multiple Congenital Defects.—Dr. H. Buck (for 

Dr. H. J. WALLACE). 

Lymphocytic Infiltration of the Skin. 

(2) Lichen Planopilaris.—Dr. G. C. WELLS. 

Ulcer of the Right Eyebrow Region.—Dr. 

+ E. N. M. JoHNston (for Dr. G. C. WELLS). 

(1) Sarcoidosis with Annular Skin Lesions and 
Alopecia of the Scalp. (2) Pigmentary Skin 
Changes. ? Systemic Scleroderma.—Dr. E. 
WILSON JONES. 

Acrodermatitis Continua (Hallopeau).—Dr. C. D. 

CALNAN. 
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MEETING AT THE ROYAL MARSDEN HosPITAL AND CHESTER BEATTY RESEARCH INSTITUTE 
A PROGRAMME of demonstrations was arranged by the staff of the Chester Beatty Research Institute 


and some cases of skin tumours were shown at the Royal Marsden Hospital. 
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dramatic clinical results in 


psoriasis 


Controlled Tests show 75-100% clearances 


[ mpressive clinical results in the treatment of 
Psoriasis by ALPHOSYL continue to be recorded, 
and indicate most strongiy that this allantoin-coal 
tar combination deserves a trial in all cases of: 


@ total scalp-to-toe psoriasis. 

@ psoriasis of many years’ duration 

@ psoriasis involving tender areas 

@ psoriasis refractory to all previous treatment 


The most recent controlled study, of a group of 
62 patients, shows that in 55 cases (89°%) psoriatic 
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lesions were cleared 75 - 100%, and nearly half of 
them were “completely cleared.”” In ALPHOSYL, 
for the first time, are presented in combination two 
powerful and proved healing agents: allantoin and 
a specially refined coal tar extract. The synergistic 
effects of these medicaments result in rapid clearance 
of the condition and positive stimulation of the 
healing process. ALPHOSYL is notably safe to 
use and promotes no irritation or tolerance. It is a 
non-greasy, non-staining lotion vanishing on appli- 
cation to the skin and is thus a welcome advance 
cosmetically. 


FORMULA: Special coal tar extract 5% 
and allantoin 2°%, in a smooth, non-greasy 


lotion base. 
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advantages over either medicament alone Ble 


The established germicidal, stimulating and anti-pruritic pro- 
perties of tar, in the treatment of sub-acute and refractory skin 
affections, can now be considerably enhanced by its incorporation 
with hydrocortisone. * Clinical trials have shown that the two 
medicaments together exert a powerful synergistic action that is 
far more rapid, more pronounced and complete than the action 

of either alone. These two valuable therapeutic agents are aan containing — 
presented in a non-greasy, stainless, hydrophilic cream known special coal-tar extract. 

as TARCORTIN. 


STAFFORD-MILLER LIMITED - 
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Circular booms or “‘sacks"’ each consisting af about 25,000 logs, on the Gatineau River, Quebec, one of 
Canada’s richest sources of pulp wood. ( Photograph by courtesy of the National Film Board of Canada. ) 


—but when blood vessels are occluded... 


ANTICOAGULANT THERAPY 
with 


PULARIN 


(heparin-Evans) 


available in 5 ml. rubber capped bottles containing 1,000 I.U., 5,000 I.U., and 
25,000 I.U. per ml. and as a G.P. Emergency Pack of 12,500 1.U. ina 1 ml. ampoule. 


and DINDEVAN or MAREVAN 


(phenindione-Evans) (warfarin sodium-Evans) 
available as tablets of 10 mg. in containers available as scored tablets of 3 mg. in cont- 
of 100 and 500 and as scored tablets of 50 ainers of 100 and 1,000 and as scored tablets 
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President—E. R. CULLINAN, M.D. 


Familial Hyperuricemic Nephropathy 
ALLAN Sr. Jon Dixon, M.D., M.R.C.P. 


London 


Two years ago I was asked to see a youth, 
F. H., aged 19, who had been admitted for hyper- 
tension. He had been discharged from the Army 
because of arthritis diagnosed as rheumatic fever. 
However, his story was more like gout and he 
had a tophus on one elbow. Investigations con- 
firmed a high serum urate but also showed a 
blood urea of 106 mg/100 ml, an inability to con- 
centrate or dilute his urine and failure to con- 
centrate dye for an excretion pyelogram. His 
kidneys on X-ray were extremely small for his 
age. Renal biopsy was unsuccessful. His big toes 
on X-ray showed typical cystic erosions of gout. 

The mildness of his gout and the severity of his 
renal disease suggested that his gout might not 
be primary but secondary to renal failure to 
excrete urates. One way of settling this was to 
look for evidence of gout or hyperuricemia in the 
family, since Stecher er al. (1949) have shown 
that about 20°; of the relatives of patients with 
primary gout will have symptomless hyperuri- 
cemia, whereas this would hardly be expected in 
the family of a patient with renal disease. 

This boy came of a large family and Dr. 
Howard Duncan and I examined all survivors, 
including both parents and five surviving siblings, 
and obtained histological material from the 
sister who had died. 

We discovered that both parents and all 
surviving siblings had hyperuricemia, providing 
strong evidence that our patient had primary 
gout. 

J., aged 60, the father, was well and neither he ncr 
any of his eleven siblings had had gout. Blood 
pressure 145/80, blood urea 32 mg/100 ml, serum 
urate 9-4 mg/100 ml. 

N., aged 49, the mother, had never had gout, nor 
had there been gout in her family. She had developed 
toxemia in 2 of her 8 pregnancies and was left with 
hypertension (blood pressure 230/130), proteinuria 
and raised blood urea (51 mg/100 ml), serum urate 
6:0 mg/100 ml. 

E., the eldest sister, died aged 14 at another 
hospital. She had had a systolic blood pressure of 
200, with papilledema, proteinuria and a blood urea 
of 160 mg/100 ml. The kidneys were small, contracted 
and granular. On the section available, Professor 
C. V. Harrison commented that “the picture suggests 
chronic pyelonephritis. There is also evidence 
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Suggestive of gout in the form of basophilic casts in 
the second convoluted tubules. These casts contrast 
with the majority which are eosinophilic”. 

Na., aged 27, sister, had had hypertension (blood 
pressure 180/120), toxemia and proteinuria in both 
her pregnancies and she had a raised blood urea 
(56 mg/100 ml). Her serum urate was 11-7 mg/100 
ml. Her 6-year-old son had a serum urate of 3-5 
mg/100 ml. She has subsequently developed acute 
gouty arthritis. 

G., aged 26, the next sister, had had similar toxemia 
of pregnancy, a blood urea of 48 mg/100 ml and 
proteinuria. Blood pressure was 150/100, serum 
urate 6°5 mg/100 ml. 

A., aged 23, the eldest brother, was normotensive 
(blood pressure 120/70) and symptom free, but had a 
raised blood urea (53 mg/100 ml) and proteinuria. 
Serum urate was 7:7 mg/100 ml. 

D., the next brother, died in infancy. 

I., the third brother, was well, but he too had a 
raised blood urea (50 mg/100 ml), proteinuria and a 
serum urate of 12-7 mg/100 ml (Table I). At that time 
he had not had definite gout, but he has subsequently 
developed it and progressive renal damage. 
aged 1 6 (1960) 

1958 1960 
Doubtful” ~~ Observed 


R. Ist metatarsal | Both Ist metatarsals 
and ankle 


Clinical gout 
X-ray gout 


170/120 


Blood pressure (mmHg) | 115/90 | 
| | Slight retinopathy 
130 


Fundi Normal 
Serum urate mg/100 mi | 12:7 

Blood urea mg 100 mi | 50 | 70 
Proteinuria 


L., the youngest brother, had only hyperuricemia, 
the serum urate being 7-0 mg/100 ml. He has subse- 
quently developed hypertension and uraemia but no 
gout. 

There was no abnormal amino-aciduria in the 
index case, so that it is unlikely that this family is 
suffering from the familial renal disease recently 
noted by Wallace and Jones (1960) and there was 
no evidence of nerve deafness, as in the familial 
renal disease reviewed by Goldbloom et al. (1957). 

Thus in this family hyperuricemia exists with- 
out renal disease (in the father and youngest son), 
but renal disease does not exist without hyper- 
uricemia. It appears that hyperuricemia is the 
primary defect and renal disease the complication. 
We have called this condition ‘“hyperuricemic 
nephropathy” and we have assumed that the high 
urate concentrations may be damaging to the 


kidney. We have gone on to examine some of the 
implications of this idea. 

It is difficult to define hyperuricemic nephro- 
pathy in terms of morbid anatomy since there is 
no single renal picture associated with gout. 
Nevertheless, the association of renal disease and 
gout is very common, rising from about 30°% in 
clinical series (including our own) to 100% at 
autopsy. Three main renal lesions are seen. 
Firstly, proteinuria, sometimes without other 
detectable damage and compatible with long life. 
Secondly, uric acid stones or urate precipitation 
in the smaller urinary passages. Thirdly, and 
most commonly, a slowly progressive nephro- 
sclerosis. These types may be complicated by 
vascular lesions or infection, and the end-result 
is a chronic Bright’s disease without any specific 
features. If our assumption is correct we might 
expect to see an increased prevalence of these 
forms of renal disease in any form of hyper- 
uricemia, whether primary, secondary or experi- 
mental, and whether or not associated with gout. 
We are not yet in a position to speak of preva- 
lence, but there are indications that this is so 
from individual examples. Thus Berliner ef al. 
(1950) have shown that experimental urate 
infusions in man are damaging to the kidneys. 
They achieved a serum urate level of 26 mg° in 
one subject, and produced oliguria for two days 
and a high blood urea for two weeks. Nature 
produces a similar experiment in acute leukemia, 
especially after treatment. We have seen renal 
disease in secondary gout complicating chronic 
myeloid leukemia, in polycythemia and in con- 
genital hemolytic anemia. We have also seen it 
complicating similar diseases with hyperuricemia 
but without gout. A patient with myeloma and 
hyperuricemia had renal disease which was 
diagnosed as chronic pyelonephritis. Only in 
the week before she died did she develop a 
typical acute attack of gout with discharge of a 
tophaceous material. Autopsy confirmed a non- 
specific “chronic pyelonephritis”; of course, 
gouty patients may develop renal disease, par- 
ticularly urate stones, before their arthritis. 

On the other hand, had there been only 5 
children instead of 8 in this family, it would have 
presented as one in which there was a high 
incidence of renal disorders but no gout, and the 
common metabolic defect would not have been 
obvious. It seems quite possible therefore that 
other patients with familial hyperuricemic 
nephropathy may present as a variety of renal 
conditions, such as simple proteinuria, pre- 
eclamptic toxemia and the severer forms of renal 
hypertension. 

To sum up, it is possible that hyperuricemia 
whether inherited or acquired, and whether asso- 
ciated with gout or not, may be damaging to the 
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kidneys. This leads to the practical difficulty 
that most of the currently used antihypertensive 
agents, with the possible exception of reserpine, 
will cause urate retention in the blood. This is 
especially true of chlorothiazide, but Dr. Howard 
Duncan and Dr. C. T. Dollery have also shown 
that similar effects take place with pempidine and 
mecamylamine, and we have recently seen it with 
bretylium and guanethidine. This problem needs 
further study, since in gouty renal disease with 
hypertension these drugs may make the under- 
lying trouble worse. 
Funda! 
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Fic. 1.—F. H., aged 19. Response to treatment. 


However, we have three potent uricosuric 
agents, probenecid, sulphinpyrazole and Zoxa- 
zolamine, with which to correct the metabolic 
defect, and there is some hope that if given early 
enough they may not only lower serum urate 
levels but improve renal function (Phillips, 1955). 
This has not proved true in the index patient, who 
made a partial response to probenecid but relapsed 
on sulphinpyrazole (Anturan) (Fig. 1). How- 
ever, this patient had advanced renal disease 
before treatment was started and despite it he de- 
veloped retinal changes and increased blood urea. 
His younger brother (I. H.) has been started on 
treatment at a much earlier stage. He had had a 
progressive rise in blood pressure and blood urea 
in the eighteen months of observation without 
treatment. He also had further X-ray changes. 
A recent renal biopsy revealed only very slight 
fibrosis and atrophy of a few tubules. Kidney 
function is still good and we are hoping that early 
and vigorous treatment with probenecid will not 
only control his gout but halt the progress of his 
renal disease. 
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Section of Medicine 


Detection of Unilateral Renal Disease in Hypertension with Diodrast '*'I 


By C. T. M.R.C.P. 
London 


Tue search for renal disease in patients present- 
ing with hypertension is an important part of 
their investigation and is particularly rewarding 
when disease is discovered which is confined to 
one kidney. The recent large series of patients 
with renal artery abiuormalities causing hyper- 
tension reported by Page er al. (1959) has shown 
that more than half these patients can be cured 
by nephrectomy or arterial reconstruction. How- 
ever, patients with this type of disease still form 
only a comparatively small proportion of the 
large number with hypertension; finding them is 
a considerable problem in screening. Full renal 
investigation including renal arteriography and 
fractional function studies with ureteric catheters 
has to be reserved for those patients in whom 
there are grounds for suspecting a renal vascular 
lesion. Careful measurement of renal silhouette 
on a plain radiograph of the abdomen or an 
intravenous pyelogram gives a most useful 
indication (Hodson, 1957) but a functional 
assessment would be of even greater value. In 
the last three years a series of papers has been 
published (Winter, 1957; Winter and Taplin, 
1958; Winter et al., 1959) concerning the study of 
renal function using urographic contrast media 
labelled with !I. In Winter’s test the patient sits 
leaning forward with a pair of crystal scintillation 
counters looking vertically down on the kidneys 
from the back. After an intravenous injection 
of labelled Diodrast there is a quick rise in count- 
ing rate as the radioactive blood circulates in 
front of the counters. This is followed by a 
slower rise as the radioactive Diodrast is concen- 
trated within the kidneys. After five minutes or 
so the counting rate begins to fall as the radio- 
active material passes into the urine and out of 
the field of the counters. Winter suggested that 
valuable information could be derived from each 
of the three parts of the curve: the initial upstroke 
being proportional to kidney blood flow, the 
slower rise to the kidney’s ability to concentrate 
Diodrast and the falling part of the curve to the 
pelvic drainage. The test has been advocated as 
a screening procedure for unilateral renal disease 
and a large series of patients investigated with 
this technique has been reported (Serratto et al., 
1959). 

We became interested in this procedure over 
two years ago as it seemed to offer a chance of 
detecting a higher proportion than previously of 
unilateral kidney abnormalities in hypertensives. 
However, in practice a number of difficulties were 
encountered which limited the usefulness of the 


procedure and cast doubt upon its reliability. 
The first important difficulty was that we were 
unable to reproduce curves as satisfactorily as 
those that had been published by other workers 
(Figs. | and 2). At first we suspected this might 
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Fic. 1.—A Diodrast renogram from a patient with 
benign essential hypertension and normal renal 
function on both sides. 


Fic. 2.—A Diodrast renogram from a patient 
with malignant hypertension and a slightly raised 
blood urea (55mg/100ml). A renal angiogram and 
intravenous pyelogram showed equal functioning of 
both kidneys. Note the high counting rate on the 
right side. 


be because the Diodrast we used was of lower 
specific activity than that used in America 
(1 uc/mg as against 30 pc/mg). However, Fowler 
and his colleagues (1959) encountered similar 
difficulties using high specific activity Diodrast 
obtained from America. The curves recorded 
from the area of the right kidney usually showed 
a higher counting rate than those obtained from 
the left side and there was often only a small fall 
from the peak counting rate. This led us to 
suspect that the liver might also concentrate 
radioactive Diodrast and contribute to the count- 
ing rate on the right side. A series of experi- 
ments showed that this was indeed the case. In 
man, a counter placed laterally on the right side 
over the liver showed an increase in counting 
rate similar to one obtained over the kidney. 
This difficulty was then investigated in experi- 
ments with rats. Twelve rats were given intra- 
cardiac injections of 0:025 xc of Diodrast labelled 
with ™!1 and killed in pairs at two-minute 
intervals. The organs were dissected, weighed 
and counted in a well-type scintillation counter. 
Although the activity per gram of tissue was 
much higher in the kidney than in the liver the 
larger mass of the liver meant that it concentrated 
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almost as much radio- 2 RAT KIDNEY 2s RAT LIVER 
activity as the two kid- 
neys combined (Fig. 3). 24 
If similar figures apply 
in man the liver could el 
20) ° 
contribute twice asmany | 
counts as one kidney. | 
of collimation can elim- | 8 
inate this problem be- 
cause the kidney and 8 | a ] 
liver are in contact on $9] & e 
the right side. It ispos- 2 z jl 
sible to reduce the con- 
tribution from the liver 
on the right by’ using 
narrower collimation ° a a ‘ 8 10 ° 
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but there is always a 


danger that the kidney 
may be partially elimin- 
ated from the counting field. Even with control 
radiographs to determine the position of the 
kidney it is not possible to locate it with suffic- 
ient accuracy to use very narrow collimation. 
This experience led us to review the procedure 
and to consider what parameters could be 
measured that were not open to error. In 
principle, three measurements can be made from 
the curve. These are the height of the upstroke, 
the shape of the falling half of the curve and the 
total fall in counting rate from the peak over a 
given period of time. The initial counting rate 
is heavily influenced on the right side by counts 
contributed by the liver. However, even if this 
were not so, variations of, say, 2 cm in the relative 
distance of the two kidneys from the counters 
would mean a substantial difference in the peak 
counting rate because of the inverse square law. 
The shape of the falling limb of the curve does 
not seem suitable for exact measurements and in 
practice we have observed considerable variations 
in patients with normal kidneys. The speed of 
emptying of the normal renal pelvis seems to 
vary considerably and unpredictably. It might be 
possible to ensure more uniform emptying of the 
kidney by doing the test under conditions of 
diuresis but we have not attempted this in man. 
Experiments in rats using glucose injections to 
produce a diuresis or posterior pituitary prepara- 
tions to produce antidiuresis showed that it was 
possible to influence the rate of removal of 
activity from the kidney substantially. Because 
of these difficulties it seemed probable that a 
measurement of the fall in counting rate from 
the peak might be a more constan{ measurement. 
We attempted to reproduce a more consistent 
fall by applying compression to the abdomen 
using a cuff similar to that employed in intra- 
venous pyelography. The intention was to pro- 


INJECTION = MINUTES 
FiG. 3.—Organ distribution of radioactive Diodrast in rats killed in pairs at 
intervals after 0°025 jc intra-cardiac injection. Vertical lines show the range. 
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duce a steady counting rate, which usually 
occurred after about ten minutes, and then to 
release the compression suddenly. The renal 
pelves then emptied rapidly and the fall in count- 
ing rates on the two sides should be a measure of 
the relative amounts of Diodrast concentrated on 
the two sides, and the liver background would be 
eliminated as a constant factor. A third counter 
was used beneath the couch at the level of the 
bladder to detect any Diodrast that leaked past 
the compressing cuff. As some of our patients 
were unable to maintain a position sitting forward 
for the required time we laid them prone on a 
couch. Wide-angled collimators (3-75 in. aper- 
ture, sloping in to 1-5 in. wide; 2 in. deep) with 
14 in. crystal scintillation counters were used to 
ensure a high counting rate. The compression was 
successful in about 60°, of patients, the remain- 
der showing a rise in bladder counts before com- 
pression was released. A successful curve from a 
young normal subject is shown in Fig. 4. Using 
this technique in a series of 15 patients with known 
renal disease, in 7 of whom it was known to be 
unilateral, the correct side of the lesion was 
demonstrated in all except one. One of the 8 
patients who was thought to have bilateral 
disease had an unequal Diodrast renogram with 
less fall on the left, but later when he died of a 
cerebral hemorrhage the kidneys were of equal 
weight and no parenchymal or vascular lesion 
could be demonstrated on the left side. 

In patients with unilateral disease it was not 
always easy to decide which side was the most 
diseased and as expected the most clear-cut 
results were in patients whose overall renal func- 
tion was good. In one young hypertensive 
patient with well-preserved renal function very 
good curves were obtained which indicated that 
the right kidney excreted only half as much 
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Fic. 4.—Diodrast renogram from patient A. M. 
with normal kidneys. Abdominal compression was 
released twelve minutes after the injection. 


Diodrast as the left (Fig. 5). Aortography 
demonstrated an incomplete block in the right 
renal artery and hypertension was cured by 
nephrectomy. Patients with hypertension in the 
malignant phase and those showing retinal 
hemorrhages and exudates had usually so great 
an impairment of their ability to concentrate 
Diodrast that the fall from peak counting rate 
was very small on both sides. One such patient 
who was cured of malignant hypertension by 
nephrectomy had an indeterminate Diodrast 
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Fic. 5.—Diodrast renogram from patient J. S. 
with renal hypertension caused by partial arterial 
occlusion on the right side. Abdominal compression 
was released at the point marked with an arrow. 
Slight leakage past the compressing band had 
happened before it was released. 
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renogram; it would have been most useful in his 
investigation had it identified the diseased side. 
In general when renal function was sufficiently 
impaired to produce rather poor contrast on an 
intravenous pyelogram the Diodrast renogram 
became practically useless for making any 
decision about relative renal function. 

In all we performed 30 studies, half using 
Winter’s technique and half using our own 
modifications of it. This experience, although 
quite small, suggests some general conclusions 
about the method. In its present form it does 
not appear suitable for use as a screening pro- 
cedure since interpretation is difficult and often 
indecisive. It is particularly difficult when renal 
function is impaired as is often the case in hyper- 
tensive patients. The liver background contribu- 
tion is another potent source of error and none of 
the modifications tried entirely overcame it. 

Various other measures have been suggested to 
improve the test procedure and we investigated 
some of these in rats. It has been suggested 
that a priming dose of inactive Diodrast will 
block the liver uptake and be rapidly cleared by 
the kidneys which can afterwards take up the 
labelled material. In rats priming doses depressed 
both the liver and kidney uptake of the labelled 
material so we did not try this manceuvre in 
patients. 

The ideal solution to overcome the liver back- 
ground problem would be a substance that was 
concentrated in the kidney but not in the liver. 
In rats we used !*]-labelled para-aminohippuric 
acid and found that both liver and kidney uptake 
were almost indistinguishable from Diodrast so 
that there was no advantage in using it. Wecon- 
templated the use of other labelled materials, 
such as penicillin, which are known to be concen- 
trated in the kidney but all such substances 
appear also to be concentrated in the liver 
parenchyma. 

Winter’s group now advocate the use of !!]. 
labelled Hypaque (Winter e7 al., 1959) although 
in an earlier paper (Winter and Taplin, 1958) they 
felt it was unsuitable for use in a rapid screening 
test. We have not used Hypaque because there 
seem to be substantial theoretical objections to 
its use. The renal clearance of Hypaque is lower 
than the Diodrast clearance, and concentration in 
the kidney is therefore slower. There is appar- 
ently little uptake in the liver which is an advan- 
tage, but it appears that this is more than out- 
weighed by errors in measurement which are 
inherent in such a slow concentration within the 
kidney. The type of curve obtained will depend 
upon the balance struck between accumulation in 
the kidney and passage out of the counting field 
in the urine. Experience with Diodrast suggests 
that the loss in the urine is not necessarily the 


o8 
[ 
BLADDER 
RIGHT 
| 
| 
| 
Lert 
TIME 
4 
500 
RIGHT 
‘ { 
| LEFT 
|_| 


972 


same on the two sides. In particular an intra- 
venous pyelogram may be apparently normal in 
patients with a partial arterial obstruction on one 
side because a low urine flow on the ischemic 
side leads to a relatively greater concentration of 
the dye in the urine. This does not matter with 
measurements in the first five minutes or if the 
ureters are deliberately compressed but it certainly 
would matter if measurements were made over 
a longer time. In such an experiment it 
is the amount of Hypaque still in the renal pelvis 
which is being measured and not the total amount 
which has passed through the kidney. For 
these reasons we have not felt it worth while to 
employ labelled Hypaque. 

At present this technique is a promising 
novelty but it is unsuitable as a screening test. 
It is quite possible that the use of other chemical 
compounds or alterations in technique may sur- 
mount some of the difficulties but they appear 
formidable. The ultimate place of the test may 
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be not as a screening test but as a more complex 
procedure which may supplement or replace 
differential function studies made with ureteric 
catheters. 

Acknowledgments.—This work was performed 
with Mrs. A. Crook, Senior Physicist at Hammer- 
smith Hospital. We should like to thank Dr. 
Elizabeth Jones, who synthesized the labelled 
Diodrast, and Dr. Hugh Belcher for his help with 
the rat studies. 
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By A. M. Jorxes, M.R.C.P. 


PERCUTANEOUS renal biopsy has been performed 

according to the technique described by Kark 
and Muehrcke (1954) with the modified Vim- 
Silverman needle. The overall success rate of 
95°% has been very satisfactory. Apart from the 
failure to obtain renal tissue, not enough cortical 
material to make a histological diagnosis was 
obtained in a further 2°%. 

On an average, 20 to 30 glomeruli are obtained 
at a biopsy. Whenever possible two separate 
pieces are taken as far apart as possible in the 
same kidney. Although the amount of tissue is 
small, all of this is serially sectioned so that the 
glomeruli are studied throughout their depth, 
making interpretation of lesions much more 
certain. It is doubtful whether significantly less 
material is looked at than is customary in 
routine post-mortem work. The immediate 
handling of small pieces of tissue taken from the 
living organism makes possible both ideal fixa- 
tion for routine histology and electronmicroscope 
studies as well as use of the material for enzyme 
studies whether by histochemical or in vitro tech- 
niques. Minor alterations, impossible to interpret 
in postmortem material, can be accepted as signi- 
ficant. Repeat biopsies make it possible to watch 
the evolution of some lesions. The culture of 
freshly taken renal tissue, preferably from the 
medulla, may demonstrate the presence of an 
active intra-renal infection. 


The immediate aims in obtaining renal biopsy 


London 


material are as follows: (1) Histological assess- 
ment: (i) Specific diagnosis, (ii) overall irrever- 
sible damage, (iii) prognosis. (2) Culture from 
renal tissue in active parenchymal infection. 
(3) Basis for study of natural history of renal 
disease. (4) Assessment of therapy. 

Several instances of specific diagnoses made by 
renal biopsy were discussed. The impossibility 
of assessing the renal lesion in patients with 
a nephrotic syndrome from clinical and bio- 
chemical data was illustrated by several cases, 
and has been fully discussed elsewhere (Joekes 
et al., 1958). An obvious consequence is the 
importance of renal biopsy in assessing treatment 
of patients with a nephrotic syndrome, and this 
applies to many other forms of renal disease. 

Although there are many instances of imme- 
diate benefit to patients from obtaining renal 
biopsy material, the most outstanding value of 
the technique is the knowledge of the natural 
history of various forms of renal disease that is 
being gained. It may be expected that in the 
future further insight into the etiology of some 
forms of renal disease will make rational curative 
therapy possible in conditions that are now 
accepted as inevitably progressive. 
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Meeting 
May 13, 1960 


Symmetrical Gangrene of the Extremities. 
? Cause.—E. M. Buzzarp, B.M., F.R.C.P. 


J. S., aged 14, schoolboy. 

History.—For many years his toes tended to go 
blue after swimming. 

March 1960: Following a fall, all his fingers 
became blue and itched. His own doctor put 
him on vitamin tablets. He had a poor appetite 
and was lethargic. No evidence of ergot ingestion. 

April 1960: His toes and insteps became cold, 
blue and itchy, and an area at the tip of his nose 
was similarly affected. 

15.4.60: Admitted to the Radcliffe Infirmary 
with incipient gangrene of the toes and fingers. 


On examination.—Afebrile; regular pulse; no 
cardiac murmurs. No splenomegaly or lymph- 
adenopathy. No abnormalities detected other 
than cold blue extremities, involving the two 
terminal phalanges of all digits, the entire length 
of all toes, and the distal part of both feet, includ- 
ing the instep and areas behind the heel. The 
tip of his nose was cold, blue and scaling. His 
ears were normal. His peripheral pulses were all 
present, even all the digital pulses. 


Investigations Hb 95%. W.B.C. 10,800. 
Platelets 155,000 per c.mm. No L.E. cells seen. 
W.R. and Kahn negative. Direct Coomb’s test 
negative in all dilutions. Cold agglutinins present 
within normal limits. E.S.R. 30 mm in one hour 
(Westergren). Serum protein electrophoresis 
showed a fall in albumin and an increase to 
about twice of the a and y globulins. No 
cryoglobulins were present. Sternal puncture 
normal, apart from slight increase in eosinophils. 
Urine: less than 10 mg% of protein; occasional 
red blood cells. Direct microscopy of digital 
capillaries showed empty vessels. EEG: markedly 
abnormal! record with diffuse lesions. Normal 
cerebrospinal fluid. 


Course.—He has been treated by general 
warmth, full doses of steroids, anticoagulants, 
and systemic and local antibiotics. 

The areas of poor circulation have diminished, 
but parts have progressed to dry gangrene. 
Both ears became blue and cold, but the right 
ear and hand improved after Novocain injection 
of the right sympathetic ganglion. 


NOVEMBER 


MEETING HELD AT THE RADCLIFFE INFIRMARY, OXFORD 


Clinical Section 
President—T. C. HUNT, D.M. 


He has run an intermittent temperature since 
admission. His E.S.R. rose to 90 mm in one hour 
but has since fallen to 31 mm in one hour. 

Comment.—The state of this patient’s fingers, 
ears, nose and cheek circulation varies very 
greatly according to the room temperature. 
Any drop in temperature or exposure to cold 
draught immediately worsens the Raynaud’s 
state. Alteration of steroid doses has little effect. 
Cold, therefore, seems the only aggravating 
factor; no other cause has been demonstrated. 
Because his ears and fingers are getting worse, it 
has been decided to do a stellate ganglionectomy 
on one side. 

The EEG remains abnormal. Dr. C. W. M. 
Whitty thinks this might be congenital, or caused 
by diffuse minute cerebral thromboses, or the 
result of treatment with steroids. 


Postscript (31.19.6)).—Stellate ganglionectomy 
was carried out by Mr. A. S. Till resulting in 
marked improvement to circulation on that side. 
Since the other side remained severely ischemic 
and anoxic a sympathectomy has since been 
done on that other side with equally effective 
result. 


Localized Scleroderma and Generalized Sclerosis 
(Five Cases).—H. R. Vickers, M.D., 
F.R.C.P. 


I.—Systemic Scleroderma 

Mrs. M. R., aged 53. 

History.—She first noticed small scars on her 
right index finger two years ago. During the 
previous year she had had frequent infections 
around the finger tips. She also complained of 
mild weight loss and constipation, has always 
had a poor circulation and tends to get chilblains. 


On examination.—A nervous woman with 
spider nevi around her lips, nose, palate, and on 
her palms. There are small scars around the 
nail beds and a few calcified nodules on the 
dorsum of the hands. Otherwise, nothing 
abnormal detected. 

ECG within normal limits. 

Barium meal: The cesophagus is abnormal, but 
has not become the inert sac typically seen in 
advanced acrosclerosis. In the erect position 
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barium passes readily into the stomach; on lying 
down, it is delayed in the esophagus. Normal 
people can swallow fluids in any position because 
cesophageal peristalsis can carry the bolus to the 
stomach against the force of gravity. A patient 
with an cesophagus affected by systemic sclerosis 
has no cesophageal peristalsis and can swallow 
only when erect. It was concluded that there are 
early changes in the cesophagus compatible with 
sclerosis. There was no evidence of gastro- 
cesophageal reflux. 


I1.—Scleroderma 

Miss J. S., aged 19. 

History.—Only child, born when mother was 
aged 38. Forceps delivery after prolonged labour. 
“Hard skin” noticed at about 6 months while 
being bathed. 


Findings.—General health good, except for 
occasional cramps which necessitated a change 
of job from hairdressing to clerical work where 
she can sit down. 

Periods began at the age of 13. She thinks 
that her skin has been getting worse since then. 


On examination.—Patches of scleroderma 
affecting the right side (right shoulder, arm, 
breast, thigh and foot). There is right hemia- 
trophy with wasting of breast, arm, and leg, and 
the right leg is thinner than the left. Patches of 
scleroderma with violet rings surrounding them 
can be seen. 

Investigations.—X-ray chest: lung fields clear. 
Right forearm and leg: no bone or joint change 
noted. Barium swallow: Gsophagus: no hold-up 
to the passage of barium. Normal mucosal 
pattern. 


Treatment and progress.—Prednisolone was 
given empirically for two months from March 
1957 with little change. Apart from occasional 
cramps there has been little change in her skin 
condition recently. She has recently complained 
of a disturbance of vision and was referred to 
Mr. A. C. L. Houlton, who reported that: 

“She has a dermatogenous cataract in the left 
eye and the appearance is very similar to that 
illustrated by Duke-Elder, but it does appear to 
have the characteristic appearance of the 
cataracts met with in scleroderma.” 


Il1.—Lichen Sclerosus 

Miss A. S., aged 57. 

History.—Lichen sclerosus for fifteen years. 
Upper arms, back, and legs involved. No other 
abnormality. 


1V.—Lichen Sclerosus 

D. S., girl, aged 7. 

History.—Twelve months ago a brown linear 
warty lesion was noticed on the front of the neck. 
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Soon afterwards a well-defined white plaque 
appeared at the lower end of this nevus. Within 
the next few months, white areas appeared on the 
chest, upper arms and vulva. 

There are now typical areas of lichen sclerosus 
showing white atrophic macules with a central 
horny plug. In the vulva the white macules 
coalesce giving a well-defined margin to the 
affected area and in the white skin and the 
introitus are small telangiectatic areas. 


V.—Widespread Morphea (Scleroderma) 

Mrs. E. R., aged 72. 

History.—Six weeks ago noticed irritable red 
rash in right groin. Soon afterwards the left 
groin and lower back became irritable. About 
the same time areas of white skin were noticed 
on her lower abdomen and chest. 


Present condition.—Areas of typical morpheea 
on the abdomen, thighs and chest. The areas of 
normal skin surrounding the sclerodermatous 
patches are erythematous and sweat easily. 


X-ray chest and barium swallow show no 
significant abnormality. Her general health is 
good. 


Discussion.—These 5 cases have been presented 
to illustrate the difference between two distinct 
diseases both called “scleroderma”. Localized 
scleroderma or morpheea is confined to the skin; 
underlying tissues and internal organs are never 
involved. It may affect small areas or be wide- 
spread and it may be very superficial—as in 
lichen sclerosus. On the other hand, the diffuse 
disease called “scleroderma” by general physi- 
cians would be much better named systemic 
sclerosis. Obvious skin involvement may be 
minimal and this name avoids such anomalies as 
“sclerodermatous kidney” and “scleroderma of 
the heart muscle”’. 
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Pulmonary Aspergillosis (Two Cases).—J. M. 
BLAck, M.D. 

These cases are classical examples of two 
different types of pulmonary aspergillosis, a 
fungous infection of the lung which is becoming 
commoner possibly as a result of antibiotic 
treatments. 


I.—Saprophytic Type (Mycetoma) 

Female, aged 67, housewife. 

Family history negative. 

Past history.—Gall bladder removed in 1944. 
Bronchitis as a child. Up to the age of 14 she 


lived on a farm in the North of Scotland and then 


29 


subsequently worked as a domestic servant in 
England. 

In 1940 she developed a chronic cough with 
left chest pain. This recurred every winter. She 
was investigated in various hospitals, was 
diagnosed as bilateral bronchiectasis with pro- 
gressive extension and received many courses of 
antibiotics for the recurrences of her respiratory 
infection. 

In August 1959 her cough became worse with 
much foul blood-stained sputum and increasing 
dyspnea. She had scattered catarrhal signs 
throughout both lungs and the chest X-ray 
showed extensive cystic bronchiectasis but in one 
of the cystic cavities in the left upper zone there 
was a rounded mass, typical of a mycetoma 
(Fig. 1). 


Mycetoma in apex of left lung. 


Fic. 1 


Her sputum contained fungus—the Aspergillus 
fumigatus—and her serum contained precipitins 
against this. Her skin test was negative for the 
aspergillus group of fungi. 

She was treated with nystatin 25,000 units in 
§ ml of normal saline by aerosol, twice a day for 
six weeks. 

She improved considerably with this regime 
and her sputum became odourless and diminished 
in quantity. Three specimens of sputum examined 
between December 1959 and February 1960 
revealed “A mycobacterium isolated in each 
specimen not pathogenic to a guinea-pig”. 


Comment.—In this type, the fungous infection 
complicates a pre-existing pulmonary condition, 
viz. bronchiectasis. The mycetoma consists of 
masses of mycelia and blood products, and it 
does not always invade the lung parenchyma. 
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There is no eosinophilia or skin sensitivity to the 
aspergillus antigen as occurs in the allergic type. 

It may be significant that an avirulent myco- 
bacterium was isolated on three occasions and 
one wonders whether or not the aspergillus 
fungus produced this avirulent state. 


Il.—Allergic Type 

Male, aged 26. Motor mechanic and pigeon 
fancier. 

Family history.—His father has asthma. 


Past history —At the age of 5 he developed 
bronchitis and asthma, and also hay fever. 
Apparently the asthma subsided about the age 
of 12 and he continued without any further dis- 
ability. He left the R.A.F. in December 1954 
with a satisfactory chest X-ray. 

1957: He developed an attack of hay fever and 
asthma. 1958: The asthma was very trouble- 
some and lasted three months. 


September 1958: Chest X-ray showed consider- 
able infiltration in the right upper zone and also 
abnormal markings in the left mid and lower 
zones. Subsequent X-ray films have shown fleet- 
ing areas of infiltration and consolidation in 
different parts of both lung fields, and in Feb- 
ruary 1959 his blood count showed considerable 
eosinophilia of W.B.C.). 

November 1959: Precipitins against Aspergillus 
fumigatus were found in his serum and the intra- 
dermal skin test for Aspergillus fumigatus was 
strongly positive. At the same time his sputum 
contained a number of the aspergillus group of 
fungi and in addition numerous eosinophil ‘cells 
and Charcot-Leyden crystals. He has yellowish- 
brown plugs in his sputum at times. 

1958: Bilateral bronchograms showed that the 
apical segment of the left upper lobe was 
bronchiectatic. 

When he has given up his pigeons he will be 
treated with nystatin or brilliant green aerosols. 


Comment.—As a pigeon fancier he is exposed to 
rye grain, a source of the aspergillus fungus. 
Basically he has pulmonary eosinophilia with the 
added specific features of allergic aspergillosis, 
viz. precipitins in the serum, positive skin test and 
fungus in the sputum. 


Paralysis Agitans Treated by Surgical Thalamo- 
lysis (Two Cases).—E. S. Watkins, M.D. 
1.—G. C., male, aged 54. Night watchman. 
History.—This patient had epidemic encephal!- 
itis about 1923. Four years later he developed 
rigidity and tremor of the left side, especially of 
the arm and experienced oculogyric crises lasting 
up to half an hour. His symptoms caused him 
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severe incapacity and prevented him from doing 
any skilled work. 


On examination (before operation).—Gross 
parkinsonian tremor of left limbs with rigidity 
and dystonic posture in the hand and foot. 
Immobile facies with glabellar tap reflex and 
considerable salivation. Abnormal gait with lack 
of arm swinging and scuffing of left foot. Slightly 
slurred speech. 

Operation (11.3.60).—Right thalamolysis. 

Post-operative condition—The tremor has 
gone and the left limbs have normal tone but 
move rather slowly. There is a little ataxia in the 
left upper limb but the posture is normal. The 
oculogyric crises continue unchanged. He re- 
turned to his work as a night watchman in May 
1960. 


Il.—W. N., male, aged 53. Labourer. 

History.—Tremor began in right arm and hand 
in 1951, involved right leg and both left limbs in 
early 1959. He remained at work as a labourer 
until just before admission 5.2.60. No history 
of epidemic encephalitis. 

On examination.—Condition before operation: 
Titubation (head tremor), pill-rolling tremor, 
rigidity in all four limbs, and festinant shuffling 
gait. Glabellar tap reflex and Westphal pheno- 
menon present. 

Operation (12.2.60).—Right thalamolysis. 

Post-operative condition.—No tremor or rigidity 
in left limbs. Transient minimal left hemiparesis. 
He returned to work in May 1960. 


Comment.—These patients, disabled by tremor 
or rigidity, illustrate the beneficial effects of 
inducing focal thalamic lesions. These lesions 
were made in the ventrolateral thalamic mass by 
daily alcohol injections after placing (with radio- 
logical control and ventriculography) an_in- 
dwelling Cooper balloon. The operation was 
done under local anesthesia. After this proce- 
dure the tremor and rigidity in the contralateral 
limbs immediately disappeared and accuracy in 
movement improved. Some restlessness, con- 
fusion and incontinence occurred for a few days 
but there has been no permanent mental change. 
The beneficial effects have persisted since 
operation. 


Successful Excision of a Dissecting Aneurysm of 
the Aorta Complicating Coarctation.—P. R. 
ALLISON, Ch.M., F.R.C.S. 

Mrs. I. T., aged 49. Housewife. 

History.—Two weeks’ severe pain in middle of 
back and left shoulder. No previous symptoms. 

Findings.—Blood pressure 170/90. Harsh 
systolic murmur in precordium. Lower limb 
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pulses present. Aortogram: A catheter was 
passed upwards from the left femoral entering the 
aneurysmal clot above diaphragm. The angio- 
gram showed a large dissecting aneurysm of 
aorta. 

Operation (23.2.60).—Left thoracotomy. Par- 
tial left heart by-pass. The aneurysm was excised 
from the subclavian artery to the diaphragm and 
a Teflon prosthesis inserted. 

The excised portion of the aorta showed a 
large aneurysm which was situated 2-5 cm above 
a coarctation. The laminated clot contained a 
false passage, re-entering 2 cm below diaphragm. 
Histology showed marked medial cystic degenera- 
tion. 

Comment.—Although this patient was known 
to be hypertensive, coarctation of the aorta had 
not previously been suspected. The diagnosis 
was considered before operation and the only 
supporting evidence was a single, well-defined 
notch at the vertebral end of the left sixth rib. 
However, as soon as an incision was made in the 
chest, large collateral vessels were encountered 
which made the diagnosis certain. Because the 
patient was fat these collaterals had not been 
detected pre-operatively. As the dissection 
involved the whole of the thoracic aorta from 
the origin of the left subclavian artery to a short 
distance below the diaphragm, the application of 
clamps above and below these levels did little to 
reduce the blood flow in the aneurysm because the 
enlarged intercostal and mediastinal vessels con- 
tinued to pour blood into it. The aneurysm was 
very closely attached to the left bronchus and 
would soon have ruptured into it without treat- 
ment. While the aneurysm was being dissected 
off the left bronchus it was accidently opened 
and the large collateral vessels then formed a 
very serious hazard which, had there been no 
coarctation would not have occurred. 


Hemophilia with Cystic Hematoma (Two Cases). 
—L. J. Wirts, C.B.E., F.R.C.P., and P. R. 
ALLISON, Ch.M., F.R.C.S. 

I.—P. McB., male, aged 22. 

History.—No family history of hemorrhagic 
disease. Recognized as hemophiliac at the age 
of 2, although had had previous hemorrhagic 
episodes. He has been twenty times in the 
Radcliffe Infirmary and five times in other 
hospitals with joint haemorrhages, melzna, 
hematuria, retroperitoneal haematoma, retro- 


pharyngeal hematoma, and subarachnoid hemo- 
rrhage. His right leg was amputated in childhood 
for infected hematoma of ankle. 

His last admission was for bleeding into left 
thigh and buttock. This first started in January 
1954 since when there has been progressive 
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swelling of this thigh due to repeated hemor- 
rhages into it. 


On examination.—The striking feature is the 
enormous cystic hematoma of the left thigh 
(Fig. 1). 


Fic. | (Case 1).—Cystic hematoma of thigh with 
deformity of femur and calcification of tissues. 


Il.—J. A., male, aged 35. 


History.—Six weeks’ history of large swelling 
below left knee which became infected at opera- 
tion. 


Operation (24.12.59).—Stokes-Gritti amputa- 
tion. After giving bovine and porcine anti- 
hemophilic globulin he developed a haematoma 
in the stump sixteen days later. Abscess cavity 
healed slowly. 


Comment (Professor L. J. Witts).—These 
hemophilic blood cysts have only recently 
become recognized as a complication of hemo- 
philia. They are probably becoming commoner 
because haemophiliacs more often reach adult 
life (Fraenkel et al., 1959). They begin as per- 


Clinical Section 


977 


sistent subperiosteal hematomata after injury, 
and then grow larger, sometimes progressively, 
sometimes suddenly after a minor injury. 
Aspiration, bandaging and injecting coagulants 
are ineffective. The swelling gradually increases 
until the skin ulcerates and infection occurs or, 
as in Case I, the periosteum is destroyed and 
the bone atrophies. In this and other recorded 
cases the hematoma is in the thigh. At operation 
they prove to be more extensive than expected 
and may extend up into the pelvis. Healing by 
granulation and the fusion of granulating sur- 
faces does not occur in hemophilia until the 
blood coagulation is restored to normal and 
kept at the normal level. This can rarely be done 
for long enough to allow healing to occur after 
excising blood clot and damaged tissue. There- 
fore it might be wise to operate much earlier in 
hematoma of the thigh in hemophilia. 
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The following cases were also shown: 


Ectopia Vesice Treated by Snyder’s Operation. 
Mr. A. S. 


Chronic Lymphatic Leukemia Complicated by 
Torulosis.— Professor L. J. Witts. 


Aneurysm of the Subclavian Artery (Two Cases).— 
Professor P. R. ALLISON and Mr. A. S. TILL. 


Pulsating Exophthalmos.—Mr. W. S. Lewin. 


Temporal Arteritis (Five Cases).—Professor L. J. 
Witts, Dr. S. C. Truetove and Dr. J. 
BADENOCH. 


Achalasia of the Cardia Complicated by 
Pasteurella septica Pneumonitis.—Pro- 
fessor P. R. ALLISON. 


Myasthenia Gravis, Myopathy and Lung Abscess, 
Acute Infective Polyneuritis, Diabetic Amyo- 
trophy.—Dr. W. Ritcuie RusseLe. 


Glomerulonephritis with Renal Biopsies (Two 
Cases).—Dr. D. J. DELLER. 


Carcinoma of the Appendix with Secondary 
Deposits.—Mr. A. 


Pulmonary Embolism with Embolectomy.— Pro- 
fessor P. R. ALLISON. 


= =. 
> 
— 
iy 
iy 
| 


American College of Surgeons. Committee of the 
Library. A catalogue of the H. Winnett 
Orr historical collection and other rare books 
in the library of the American College of 


Surgeons. pp. 198. Chicago: American 
College of Surgeons. 1960. 
Belou (P.). Atlas de anatomia del organo del 


oido, y de las regiones con el vinculadas. 
Buenos Aires: Grafico “Oceana”. 1930. 
Bertram (F.). ABC fiir Zuckerkranke: 


ein 

Ratgeber fiir den Kranken. pp. 88. Stutt- 
gart: Thieme. 1959. 

Bickenbach (W.), and Doering (G. K.). Die 


Sterilitat der Frau: ein Leitfaden der Diag- 
nostik und Therapie fiir die Praxis. pp. 71. 
Stuttgart: Thieme. 1959. 

Bishop (W. J.). The early history of surgery. 
pp. 192. London: Hale. 18s. 1960. 
Bispham (W. N.). Malaria: its diagnosis, treat- 
ment and prophylaxis. Baltimore: Williams 

and Wilkins. 19s. 1944. 

Brentano (L.). Ways to better hearing: a prac- 
tical guide for any one with defective ears. pp. 
212. London: Allen and Unwin. 10s. 6d. 
1948. 

Sorsby (A.), and Ungar (J.). Antibiotics and 
sulphonamides in ophthalmology. pp. 117. 
London: Oxford University Press. 14s. 
1960. 

Sottrup (T.). Studies on the pulmonary function 

and the diaphragmatic function in patients 


BOOKS RECEIVED 
78th issue. Edited by 


Medical Annual 1960. 
R. Bodley Scott and R. Milnes Walker. 


pp. xxxii+572+-19. Bristol: Wright. 
1960. 

Morson (Clifford), ed. St. Peter’s Hospital for 
Stone, 1860-1960. pp. viii+64. Edinburgh 
and London: Livingstone. 21s. 1960. 


Mount Sinai Hospital. Medical, surgical, and 
gynecological complications of pregnancy. 
By the staff of the Mount Sinai Hospital, 
New York City. Edited by Alan F. 
Guttmacher, and Joseph J. Rovinsky. 
pp. x +619. London: Bailliére. 132s. 1960. 


Miller (E.). Die Gewebsgrundlagen chronisch 
entziindlicher Schalleitungshindernisse. Heft 
6. Zwanglose Abhandlungen aus dem 
Gebiet der Hals-Nasen-Ohren-Heilkunde. 
pp. 104. Stuttgart: Thieme. DM 27. 1960. 
Pardo-Castello (V.), and Pardo (O. A.). Diseases 
of the nails. 3rd ed. pp. xxvi-+-284. Spring- 


42s. 


Proceedings of the Royal Society of Medicine 


BOOKS RECENTLY PRESENTED AND PLACED IN THE 
SOCIETY’S LIBRARY 


convalescing from life-threatening poliomye- 

litis. pp. 261. Copenhagen: Munksgaard. 

1960. 

Symposium Internazionale sulla Sterilita. Atti del 
I Symposium, Varenna, 27-29 Maggio, 1959. 
Como: 1959. 

Tarnoky (A. L.). Clinical biochemical methods. 
pp. 239. London: Hilger and Watts. 50s. 

1958. 


Thornton (W. P.). Heads and what they tell us. 


pp. 66. London: Sampson Low and 
Marston. 1891. 

Vannotti (A.). Porphyrins: their biological and 
chemical importance. pp. 254. London: 
Hilger and Watts. 50s. 1954. 

Vaughan (J. M.). The anemias. 2nd edit. 


pp. 309. London: Oxford University Press. 
1936. 


Walton (Sir James). A_ textbook of surgical 


diagnosis. 2 vols. London: Arnold. 1928. 
Weber (F. Parkes). Miscellaneous notes (sixth 


and seventh series). pp. 10 and 12. London: 
Lewis. 1960. 


Wickramasuriya (G. A. W.). Malaria and 
ankylostomiasis in the pregnant woman. 
pp. 179. London: Oxford University Press. 


10s. 6d. 1937. 
Willmer (E. N.). Cytology and evolution. pp. 
430. New York and London: Academic 


Press. 70s. 1960. 

FOR REVIEW 
field, Ill: 
68s. 1960. 


Rewell (R. E.). 


Thomas. 


Oxford: Blackwell. 


Obstetrical and gynecological 
pathology for postgraduate students. 


pp. 
xii+435. Edinburgh and London: Living- 
stone. 50s. 1960. 

Rohr (K.). Das menschliche Knochenmark. 


Anatomie, Physiologie und Pathologie nach 
Ergebnissen der intravitalen Markpunktion. 
3rd ed. pp. xvi+593. Stuttgart: Thieme. 
DM 1960. 

Schneck (J. M.). A history of psychiatry. pp. ix 
+196. Springfield, Ill.: Thomas. Oxford: 
Blackwell. 44s. 1960. 

Schilling (R. S. F.), ed. 
occupational health. pp. 
London: Butterworth. 67s. 6d. 

Shirodkar (V. N.). 

and gynecology. pp. vii+ 

and London: Livingstone. 37s. 6d. 


Modern trends in 
ix +313+13. 
1960. 
Contributions to obstetrics 
158. Edinburgh 
1960. 


“in general practice @at least 


40°/. of patients Bhave symptoms 


53 
of functional BMdisorder... 
Lancet (1958) 1, 525 


Bellergal 


|SANDOZ 
in functional; disorders 


1 tablet night and morning for continuous control of symptoms 


23 Great Castie Street 
Sandoz House 
0.2 mg. total alkaloids of belladonna London, W.1 
0.6 mg. Ergotamine Tartrate B.P. 
40 mg. Phenobarbitone B.P. 


SS 
SSS 
Vy 
SS 
SVJ 
Ss 


XXXVili 


METATONE* is particularly valuable in getting convalescent patients back to 
full bodily vigour, after influenza and other debilitating illnesses. 

A palatable reconstructive tonic, combining appetite-promoting vitamin B, 
with strychnine and mineral glycerophosphates . . . 


METATONE speeds reco very 


by rapidly restoring normal metabolic function 


PARKE-DAVIS Supplied in bottles of 8, 16 and 80 fl. ozs. *TRADE MARK 


py: PARKE, DAVIS & COMPANY Inc. USA Liability Limited , HOUNSLOW . MIDDX . TEL : HOUNSLOW 2361 
WPS 1077 


Massage, Manipulation and Traction. Edited by 
Sidney Licht, M.D. (Pp. xiii+275; illus- 
trated. $10.00) New Haven, Conn.: 
Elizabeth Licht. 1960. 

This book is the fifth volume of a Physical 
Medicine Library, previous volumes having been 
devoted to Electrodiagnosis and Electromyo- 
graphy; Therapeutic Heat; Therapeutic Exercise; 
Therapeutic Electricity and Ultraviolet Radiation. 
In common with previous volumes, it contains 
contributions from a number of authorities from 
this country and from overseas. Most of these 
contributions are based on a concept of physical 
medicine that emphasizes the techniques of apply- 
ing physical treatments rather than the broader 
clinical aspects of the disorders to which these 
treatments may be applied. However, as an 
account of massage, manipulation and traction it 
is unrivalled and, in particular, the historical 
surveys make interesting reading. While one 
may have hoped for a more critical assessment of 
such treatments, this is perhaps impossible in the 
absence of controlled scientific investigations. 
As is stated in the preface “methods that are 
widely used with claimed success should not be 
condemned before they are examined”, and this 
book certainly allows a ful! examination of our 
present knowledge of massage, manipulation and 
traction. It should find a place on the book- 
shelves of both physical medicine specialists and 
physiotherapists. 


A Clinical Prospect of the Cancer Problem. By 
D. W. Smithers, M.D., F.R.C.P., F.F.R. 
(Pp. xv + 232: illustrated. 37s. 6d.) Edinburgh 
and London: F. & S. Livingstone Ltd. 1960. 

In this, the introductory volume in a series of 
monographs on cancer in various sites of which 
he is the general editor, Dr. Smithers presents his 

“personal view of the cancer problem”. Kar! 

Popper, Nicholson, and Willis have clearly exer- 

cised a considerable influence in the development 

of this personal view. Dr. Smithers follows 

Nicholson in refusing to regard the cancer cell as 

a biological outlaw, and Willis in classifying 

cancer among the tissue malformations. He 

throws doubt on the prime importance of intra- 
cellular physics and chemistry, and favours what 

might be termed “‘the doctrine of the whole”’, i.e. 

that it is in a greater knowledge of the local and 

general growth controls of the whole organism 
that the main hope for a greater understanding of 
cancer lies. In elaborating these views, he has 
interesting chapters on development and sene- 
scence, on the mechanisms of regeneration in 
lower animals, and on theories of causation. In 
the later chapters on such practical problems as 
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prevention and treatment, there is the almost 
inevitable slump from the bold speculation of the 
theoretical chapters. For example, the author 
involves himself in the usual difficulties when he 
tries to reconcile the modern view that the prime 
factor in prognosis is the degree of malignancy of 
the tumour with the traditional emphasis on the 
importance of early diagnosis. But all in all, 
though stronger critically than constructively, 
this is a stimulating book and as such to be wel- 
comed. Asa final minor point, one is glad to see 
the titles given of all references. 


Quantitative Paper Chromatography of Steroids. 
Edited on behalf of the Society for Endo- 
crinology by D. Abelson and R. V. Brooks. 
Memoir No. 8. (Pp. vii+ 103; illustrated. 
30s.) Cambridge: The University Press. 
1960. 

This is a presentation of ten papers presented 
at a Symposium held at the Ciba Foundation, 
London, in July 1958. It contains a great deal of 
valuable, but assorted, practical as well as 
theoretical information on the subject which 
should prove of the greatest value to workers in 
this field. The book assumes a general knowledge 
of the principles of chromatography in the reader. 
A method of estimating urinary aldosterone is 
presented in detail by R. V. Brooks, and a method 
for the simultaneous determination of cestrogens 
and progesterone in plasma is described by R. V. 
Short. Various theoretical aspects of the paper 
chromatography of steroids are discussed by such 
recognized experts as C. J. O. R. Morris, I. E. 
Bush and Dr. and Mrs. J. Tait. 

Though its content is valuable to those inter- 
ested in this field, the volume is unnecessarily well 
produced for a symposium report, and should 
have been published in one-quarter the time and 
at perhaps half the price, as have some other 
recent symposium reports. 


The Child with Abdominal Pains. By John Apley, 


M.D., F.R.C.P. (Pp. vii+-86. 12s. 6d.) 
Oxford: Blackwell Scientific Publications. 
1959. 


One school child in ten suffers from recurrent 
belly-ache and this presents the family doctor 
with one of his most perplexing problems. Dr. 
John Apley’s excellent monograph is based on a 
thorough study of several hundred children with 
and without this complaint. By his parallel in- 
vestigation of controls, Dr. Apley has been able 
to dispel some well-established myths about re- 
current abdominal pain in children. He recog- 
nizes that the antithesis between organic and non- 
organic disorders, although in part false, is in 


{ 
Vol. 53 
979 
f 


980 


practice useful. His experience will assist the 
doctor in picking out the minority suffering from 
organic disease and in helping the majority to 
deal with their emotional problems of which 
belly-ache is the symptom. The book is em- 
bellished with illustrative histories, apt quotations 
and Apleian aphorisms. The family doctor will 
find it as enjoyable to read as it is instructive. 


The Development of the Infant and Young Child: 
Normal and Abnormal. By R. S. Illingworth, 
M.D.Leeds, F.R.C.P., D.P.H., D.C.H. (Pp. 
viii +318; illustrated. 27s. 6d.) Edinburgh 
and London: E. & S. Livingstone Ltd. 1960. 

Here is a book which is an essential for the 
bookshelves of every children’s doctor and every 
pediatric library. Professor Illingworth has 
already written much on the development of the 
young child and has made this one of his principal 
studies. The fruits of a great deal of thought and 
patient study are evident in this scholarly and very 
well-documented book, in which the author’s 
shrewd and mature evaluation of the results of 
developmental tests and of numerous recorded 
investigations are of the greatest interest. 

The photographs are quite unusually clear and 
helpful in illustrating the author’s points and, 
apart from the more factual chapters, there is a 
notable section on the infant with delayed 
development. An interlude on the intelligence 
levels of famous and successful men provides 
some fascinating and lighter reading in an admir- 
able book, published at a very reasonable price. 


Physiology of the Eye. Clinical Application. By 
Francis Heed Adler, M.A., M.D., F.A.C.S. 
(Pp. 790; illustrated. £6) St. Louis: The 
C. V. Mosby Company. London: Henry 
Kimpton. 1959. 

The third edition of Adler’s Physiology of the 
Eye follows its predecessor after a gap of seven 
years. The author states in his preface that the 
volume of new material published during this time 
has been tremendous, but much of it is conflicting, 
and in re-writing most of the chapters, selection 
has been necessary. The greatest change has 
taken place in our understanding of aqueous 
humour formation and outflow. 

A textbook written at this moment in time 
simulates, in many ways, a progress report and 
this is a direct result of enquiry and industry in 
many laboratories throughout the world. The 
author has set himself the object of reporting on 
the recent findings of eye physiology from the 
experimental laboratory, and applying these 
findings to clinical problems, and it would be fair 
to say that Adler’s Physiology is written primarily 
for the practising clinician. There is a new chap- 
ter on binocular vision and on the ocular muscles, 
including a section on electromyography. 
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The present edition maintains the high stan- 
dards of the first and second, is beautifully 
written, well illustrated and carefully integrated. 


Essays on the First Hundred Years of Anzsthesia. 
Vol. i. By W. Stanley Sykes, M.B.E., M.B., 
B.Chir(Cantab.), D.A. (Pp. 171; illus- 
trated. 30s.) Edinburgh and London: E. & S. 
Livingstone Ltd. 1960. 

As the title implies, each chapter of this some- 
what unusual book is complete in itself, and while 
none of them is exhaustive, they do contain some 
information not readily available elsewhere, as 
well as a little that is new. 

There is an adequate index, but the number of 
references has been deliberately curtailed in the 
interests of readability. The majority of the 58 
illustrations do not depict anesthetic apparatus, 
but a few are of interest to the antiquarian. 

The author has done a great deal of research 
and relates his findings with gusto and in a racy 
style. Indeed, his spirited comments on some of 
the great men of the past may well arouse contro- 
versy; they also add spice to a book that will be 
read with interest by many anesthetists. 


A Practice of General Anesthesia for Neuro- 
surgery. By Robert I. W._ Ballantine, 
D:A., 
with the collaboration of lan Jackson, 
M.R.CS., L.R.C.P., D.A. (Pp. viti+152; 
illustrated. 27s. 6d.) London: J. & A. 
Churchill Ltd. 1960. 

This excellent little book is worthy of a place on 
the bookshelf of any anesthetist. It is essentially 
a practical approach to the subject, and although 
the authors are often dogmatic in their statements, 
it is only because the methods described have 
proved the most suitable for their particular 
purpose. 

Alternative methods and opinions are, how- 
ever, given shortly, and the excellent references at 
the end of each chapter are a valuable guide to 
those who may wish to read more deeply about 
the subject. 

The whole book is a model of conciseness, and 
the text is profusely illustrated by line drawings. 


Basic Periodontology. By A. Bryan Wade, 
B.Ch.D., F.D.S. R.C.S. (Pp. xii +303; illus- 
trated. 50s.) Bristol: John Wright & Sons 
Ltd. 1960. 


The author states in the preface that his aim in 
writing this book was to provide the undergradu- 
ate and postgraduate student with the funda- 
mental facts of periodontology and that the 
initial draft was taken from tape recordings of his 
The book is too disjointed and lacks 


lectures. 
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New and important Butterworth Medical titles 


Modern Trends in 


Cardiac Surger 

Edited by H. R. S. + oi 70s. 

This is the first book on this subject to be produced in 
Great Britain, and the consultant, the trainee, and the 
general practitioner will find much in this account of 
British thought and practice to stimulate his interest 
in, and further his knowledge of, cardiac surgery. 
Under the editorship of Mr. Harley, 22 British con- 
tributors representative of surgical and medical 
thought in all parts of the country, all experts in their 
specific fields, have combined to cover a wide variety 
of topics. After a historical introduction recording 
the rapid and dramatic advances made in the surgery 
of the heart and great vessels during the last twenty 
years, the subjects dealt with cover aspects of current 
interest, giving full attention to new techniques such as 
hypothermia, deep hypothermia and extra corporeal 
circulation 


Cancer— 
The Significance of Delay 


Edited by Robert Sutherland. Price 30s. 

Some recent evidence has been offered which indicates 
that the behaviour of cancer is “predetermined”, and 
that early diagnosis may not be all-important. Dr. 
Sutherland has probed the facts, including what is 
known about the interaction of host and tumour. 
His clearly written assessment of the reliability or 
weakness of the evidence provides an unusually 
penetrating and worth-while contribution to the 
literature. 


Principles of 
General Neurophysiology 


Relating to Anesthesia and S 

By Barry D. Wyke, M.B., B.S. 
trations + 21 tables. Price 21s. 
The author deals with certain basic aspects of general 
neurophysiology which have become of importance 
to surgeons and anesthetists in recent years. Such 
information has not previously been readily available 
in concise form, and the book will therefore prove 
most useful for postgraduate students preparing for 
higher examinations, and for advanced undergraduates. 
The approach is deliberately selective, dealing in some 
detail with a few important aspects of fundamental 
neurology, rather than with a wider field at a more 
superficial level. 


Modern Trends in 


Occupational Health 

Edited “4 R. S. F. Schilling. Price 67s. 6d. 

This new book surveys the results of research by 
doctors, scientists, industrialists and others into such 
subjects as industrial pulmonary disease, occupational 
cancer, mental illness, radiation hazards, noise, 


146 pages. 26 illus- 


industrial accidents and the treatment of injuries 
and burns. 


FULLY DESCRIPTIVE LEAFLETS AVAILABLE, POST FREE, FROM 


Butterworths, 4 & 5 Bell Yard, Temple Bar, W.C.2 
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Modern Trends in 


Urology—2nd series 

Edited by Sir Eric Riches. Price 70s. 

This Second Series spans the intervening years since 
the first (1953) progress volume, covering the great 
advances made in both diagnosis and treatment, for 
example the replacement of the ureter by small 
intestine in cases of mega-ureteric obstruction, and the 
inclusion of small or large intestine in the urinary 
tract as a conductor or a reservoir. 

The contributions strike a realistic balance between 
medicine and surgery making the volume not only of 
great interest to urologists, but also of much value to 
biochemists, radiologists, radiotherapists, gynz- 
cologists, pathologists, general surgeons and physi- 
cians. 


Urology 


in General Practice 

By Ian Parton. Price 45s. 

This survey of modern urological practice has been 
specifically designed for the general practitioner. It 
is an essentially practical approach to the many every- 
day problems of the subject, and it is felt that the 
expert urologist will be the first to recommend this 
new text to those whose knowledge is limited mostly 
to theory gained from the average surgical textbook. 


A Primer of Medicine 


An Introduction to Clinical Neurology, Alimentary, 
Respiratory and Cardiovascular Diseases 

By M. H. Pappworth. Price 32s. 6d. 

The author of this new work stresses that it is 
impossible to be a good clinician without possessing 
wide factual knowledge. Based on his M.R.C.P. 
(London) course, this is a book of basic facts with the 
emphasis on good-history taking and the identification 
and interpretation of physical signs. 


General Anaesthesia 


Edited by Frankis T. Evans and T. Cecil Gray. In 
2 vols. Price £7 7s. per set. 

“One of the best available books on general anzs- 
thesia as a whole . . . a complete work of reference . . . 
outstandingly useful and well worth study by all who 
wish to keep up to date in anesthesia.”"—Lancet. 
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that continuity which is especially desirable for 
one who wishes to study some particular disease. 

There is a general lack of orderly sequence; for 
instance in the section on oral bacterial infections 
the tubercle bacillus and the Treponema pallidum, 
although extremely rare, are sandwiched between 
the common streptococcus and staphylococcus 
and treated in greater detail. In a Table of 
Diseases with Periodontal Manifestations no 
rational arrangement could be discerned, glanders 
and foot-and-mouth disease appearing to equal 
scarlatina and rubella in importance. Funda- 
mental definitions such as that of the P.M.A. 
index or of the distinction between clinical and 
anatomical crown are omitted and too much 
made of the abstruse. The outmoded use of 
chromic acid and penicillin troches and chewing 
gum is perpetuated in the treatment of Vincent's 
infection as is the cauterisation of aphthous ulcers 
by phenol. Whilst the whole effect is one of 
loose writing there is much useful information to 
be found in the book which is well produced and 
lavishly illustrated. 


Crash Injuries. The Integrated Medical Aspects 
of Automobile Injuries and Deaths. By 
Jacob Kulowski, M.D., F.A.C.S., F.I.C.S. 


(Pp. xlii+-1080; illustrated. £13). Spring- 
field, Hl.: Charles C Thomas. Oxford: 
Blackwell Scientific Publications. 1960. 


This large and ambitious book deals with an 
important problem. The author considers first 
the mechanics of injury in road traffic accidents 
with particular reference to injuries to the 
occupants of cars. He gives valuable summaries 
of the findings of all the major American studies 
such as DeHaven’s early work on deceleration, 
studies of experimental crashes at the Institute of 
Traffic and Transportation Engineering in Los 
Angeles, the work of Dye on simulated crashes, 
the extensive surveys made by the Cornell group, 
and the heroic experiments of Colonel J. P. Stapp 
on deceleration from high velocities. Both the 
forces assaulting the occupant of a crashing 
vehicle, and present knowledge of the tolerance of 
his body for such violence, are well described. 

Later chapters give detai!s of types of injury 
which result from accidents to road vehicles in- 
cluding both clinical and autopsy findings. Much 
of this very useful data is from the author's 
personal investigations as a_ busy practising 
surgeon. 

A large section devoted to treatment from first 
aid to final rehabilitation is followed by a brief 
account of medical and psychological factors 
predisposing to accidents and a concluding dis- 
cussion of the “Hostile Environment” which 
produces the injuries and possible means for 
improving the present unsatisfactory situation. 
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The book is not easily read—at least not for a 
reader from this side the Atlantic. The author's 
preference for impressive circumlocution confuses 
many statements and makes a few almost 
meaningless. However, such criticism should 
not detract from the book’s status as the most 
full and adequate account of this urgent subject at 
present available. 


Antibiotics and Sulphonamides in Ophthalmology. 


By Arnold Sorsby and Joseph Ungar. (Pp. 
ix +117; illustrated. 12s. 6d.) London: 
Oxford University Press. 1960. 


It must be seldom indeed that so small a book 
can be found to contain such a wealth of valuable 
information. In little over a hundred pages not 
only the fundamental principles of the use of 
antibiotics in eye diseases but also the practical 
aspects of antibiotic therapy are described. 
Nevertheless this is no tabulated summary, but a 
readable book which contains scarcely an un- 
necessary word. In addition it has an excellent 
index. References are given for most of the im- 
portant observations in the text and are listed at 
the end of the book. 

The three standard methods of applications of 
antibiotics in eye diseases, systemic, topical and 
subconjunctival, are fully considered and the 
advantages and limitations of each method dis- 
cussed. Each antibiotic known to be of value in 
ocular disease is considered separately. Specific 
types of ocular infection are also described and 
lines of treatment suggested. 

It will well repay any ophthalmologist to read 
this little book and to keep it afterwards for easy 
reference. 


The Photography of Patients. By H. Lou Gibson, 
F.B.P.A., F.P.S.A. 2nd ed. (American 
Lecture Series No. 372. Pp. ix + 200; illus- 


trated. 84s.) Springfield, Ill.: Charles C 
Thomas. Oxford: Blackwell Scientific Pub- 
lications. 1960. 


At present relatively few people are engaged in 
full-time medical photography. Books on this 
subject can, therefore, never enjoy a large market 
and this may be one reason for the dearth of 
authoritative literature on the subject. The fact 
that Gibson’s book has reached a second edition 
within the course of a few years can be taken as a 
signal of unusual success and probably indicates 
that it has become recognized as a standard work, 
at least within its country of origin. 

The author has wisely taken the opportunity of 
rewriting the text almost completely and has in- 
corporated a wealth of new illustrative material. 
If there is a weakness to be found, it is that the 
author has attempted to make the book appeal to 
too wide an audience. On the other hand, there 
are still many doctors who, by virtue of their keen 
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interest as amateur photographers, like to make 
their own medical photographic records. It is 
probably to these people and to newcomers on 
the more technical side that this book will have 
the most appeal. 


Experimental Surgery: Including Surgical Physi- 
ology. By J. Markowitz, M.B.E., M.B.(Tor.), 
Ph.D., M.S. in Exp. Surg.Minn.), J. 
Archibald, D.V.M., M.V.Sc., Dr. Med. Vet. 
(Giessen), M.R.C.V.S., and H. G. Downie, 
D.V.M., M.S.(Cornell), M.V.Sc. 4th ed. 
(Pp. xii+931; illustrated. 100s.) London: 
Bailli¢re, Tindall & Cox, Ltd. 1959. 

Many new concepts and techniques have ap- 
peared since the publication in 1954 of the 3rd 
edition of this well-known book for which most 
of us have a great deal of affection. The authors 
have attempted to revise the text and have added 
new chapters on hypothermia, the prostate gland 
and experimental surgery of the central nervous 
system. 

The general structure of the book, with all its 
Latin quotations and nursery rhymes, remains as 
it was. Although this book is designed to in- 
struct physiologists in animal surgical techniques 
there are few experimental surgeons who have not 
been grateful for information in the past. The 
latest edition, however, is not balanced in favour 
of the trends in modern research and much dead 
wood remains. Many will find it unsatisfying 
and even disappointing. 

The new chapters are rather inadequate. The 
one devoted to the prostate has three pages of 
text and four references dating back prior to 
1953. At the same time an older chapter, which 
has presumably been revised, dealing with experi- 
mental peritonitis which is not a modern trend, 
has forty-four references of which only six refer 
to papers published after 1950. Hypothermia is 
allotted four pages of text and nine references 
ranging between 1950 and 1955. On the other 
hand, the illustrations of new surgical techniques 
are superb. 


Studies in Radiotherapeutics. By J. S. Mitchell, 
C.B.E., M.D., F.R.S. (Pp. vii+274; illus- 
trated. 52s. 6d.) Oxford: Blackwell Sci- 
entific Publications. 1960. 

This book is based on the Dunham Lectures at 
Harvard University and the Withering Lectures 
at the University of Birmingham. The subject 
material is very varied but the book is evidently 
not intended as a systematic approach to radio- 
therapeutic practice. 

In the first chapter some of the fundamental 
problems relating to the therapeutic action of 
ionising radiations are discussed, the emphasis 
being on physico-chemical effects. This chapter 
contains much information, especially in the 
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sphere of cellular biochemistry, but is sometimes 
lacking in continuity. The brief section on 
carcinogenesis and leukemogenesis, for instance, 
seems irrelevant to the main theme. 

The second chapter, devoted to the subject of 
chemical radiosensitizers, is largely an account of 
the work carried out in Cambridge since 1946 by 
Professor Mitchell and his colleagues. Results 
obtained with Synkavit and related compounds 
in tissue culture and animal experiments, and 
distribution studies with these compounds 
radio-actively labelled, are described, including 
clinical therapeutic trials. This is undoubtedly 
the most comprehensive review on chemical 
radiosensitizers that has yet appeared. 

The final chapter is concerned with specific 
problems in radiotherapy, including the use of the 
radio-iridium gamma ray unit, the therapeutic 
application of 30 MV X-rays, and the use of 
iodine-124 in the treatment of cancer of the 
thyroid. There is much of interest here, but the 
chapter as a whole is open to criticism on the 
score that it contains too much miscellaneous 
information. 

This monograph is a very stimulating book for 
anyone interested in radiotherapeutic research. 


Demonstrations of Physical Signs in Clinical 
Surgery. By Hamilton Bailey, F.R.C.S. 
(Eng.), F.A.C.S., F.R.S.E.  13thed. (Pp. 
xiv-+928; illustrated. 75s.) Bristol: John 
Wright & Sons Ltd. 1960. 

Since its first appearance, over thirty years ago, 
Hamilton Bailey’s ‘Physical Signs’ has been used 
literally by hundreds of thousands of students as 
well as post-graduates; there have been German, 
Turkish, Spanish, Bulgarian and Yugoslavian 
editions. The appearance of the 13th edition in a 
completely new form is therefore something of an 
event. It presents as a large book of 928 pages, 
some three times its old familiar size, with 1,142 
meticulously chosen and excellent illustrations; 
it now comprises a fascinating compilation of 
every surgical physical sign and clinical diagnostic 
method the reviewer has ever heard of and many 
that he has not. The text makes rewarding read- 
ing and the pictures perhaps even more rewarding 
looking—the herpes rash that mimicked acute 
cholecystitis or the characteristic posture adopted 
by the patient with prolapsed piles as he waits to 
see the doctor are typical of very many illustra- 
tions, most in colour, that teach valuable lessons 
at a glance. 

At a time when more and more attention is paid 
to laboratory investigations, this book restores 
the clinician’s faith in the value of physical exam- 
ination in achieving a correct diagnosis; without 
doubt it is the best available book on physical 
signs in surgery. 


Book Reviews 


Praise must be tempered with a word of regret. 
In its present form, this book can no longer be 
looked upon as the ideal introduction for students 
freshly entering their clinical years; no longer has 
it the virtues of being cheap, easy to handle, and 
short enough to be read in one or two evenings. 

I shall advise my students to get hold of an old, 
discarded, earlier edition to read first; then, as 
their experience progresses, allow them to gradu- 
ate to this new and magnificent compendium of 
clinical wisdom. 


Shaw’s Textbook of Operative Gynecology. 
Revised by John Howkins, M.D., M.S. 
(London), F.R.C.S.(Eng.), F.R.C.O.G. 2nd 
ed. (Pp. viii+484; illustrated. £5 5s.) 
Edinburgh and London: E. & S. Livingstone 
Ltd. 1960. 

Wilfred Shaw was one of the most colourful 
personalities in British gynecology and it was a 
sorrow to his many admirers that he did not live 
to see the publication of the first edition of his 
textbook of operative gynecology, his greatest 
work. 

This second edition has been revised by his 
friend and colleague John Howkins. Like the 
first edition it is beautifully produced and illus- 
trated and is characterized throughout by a 
clarity of expression. Every operative procedure 
is plainly described so that this will prove an in- 
valuable book of reference for those embarking on 
a career as a gynecological surgeon and one from 
which those established in practice will always be 
able to learn. 


Postmortem Homografts. By James Barrett 


Brown, M.D., F.A.C.S., and Minot P. 
Fryer, M.D., F.A.C.S. (Pp. vii+64; illus- 
trated. 44s.) Springfield, Ill.: Charles C 
Thomas. Oxford: Blackwell Scientific 
Publications Ltd. 1960. 

Homografts have been taken from the recently 
dead body by various workers since about 1880. 
The authors themselves report one instance in 
their own service in 1927. 

On page 7 of this little book they state that “the 
indications for use and technique of taking and 
applying the grafts and the length of survival as 
coverage, of postmortem grafts are the same as 
for homografts removed from live donurs”. That 
in essence is the message of the book though this 
message is not always expressed in classical 
English. There are chapters on the methods of 
obtaining these grafts, on their preservation and 
on their application. 

The organization of a skin bank is discussed 
and it appears that the simplest method of storage, 
i.e. at 3-5° C, has so far given the most satisfactory 
results. An extensive bibliography completes the 
monograph. 


Radiology as a Diagnostic Aid in Clinical Surgery. 
By Howard Middlemiss, M.D., F.F.R., 
D.M.R.D. (Pp. viii+151; illustrated. 30s ) 
London: William Heinemann Medical Books 
Ltd. 1960. 

This book is written for the surgeon and, to 
quote from the author’s introduction, is designed 
to “emphasize the scope and limitations of 
radiology as a diagnostic aid when the surgeon is 
faced with any particular clinical circumstances”. 

The task which the author set himself has not 
been an easy one. Inevitably there must be a 
certain amount of descriptive radiology and since 
it was not intended to make this other than a small 
handbook the descriptive aspects must appear 
sketchy in comparison with standard textbooks. 
It must be said, however, that good radiologic 
material is included and well brought out in 
illustration. Where the took seems deficient is 
in the lack of a fuller discussion of some import- 
ant aspects of surgical radiology such as may be 
met with in the biliary tract or in the barium meal 
study of the pyloric antrum and duodenum. 

Undoubtedly this book will give surgeons a 
much better appreciation of the help they can 
expect from radiology and the author does both 
the surgeon and the radiologist a service by his 
insistance on the value of co-operation between 
them. 


Clinical Radiology. The Journal of the Faculty 
of Radiologists. Vol. 11. No. 1. (Pp. xvi 
+68; illustrated. Subscription £3 3s. per 
annum.) Edinburgh and London: E. & S. 
Livingstone Ltd. 1960. 

Clinical Radiology, whose first number ap- 
peared in January 1960, is the new name for the 
Journal of the Faculty of Radiologists. It will 
continue to appear quarterly as formerly. 

An increasing circulation made it desirable that 
the journal should bear a less parochial title but 
the nature of the material which it aims to publish 
will remain essentially unchanged. The accent 
will be upon diagnostic radiology and radio- 
therapy in its clinical bearing but the Editor 
makes it clear that work of an experimental or 
physiological nature with clinical implications 
will be welcomed. 

The format of the journal has been changed 
with the use of a larger, clearer type face and a 
smaller page size necessitating an increase in 
number of pages from 56 to 68. In its present 
form it would seem difficult to improve upon the 
presentation. The standard of illustration is 
excellent. These improvements together with 
the maintenance of the high academic level which 
its predecessor had already attained should ensure 
for Clinical Radiology a wide and increasing 
circulation. 


A Textbook of Gynecology. By Laman A. Gray, 
M.D., F.A.C.S., F.A.C.0.G. (Pp. xv-+-470; 
illustrated. £6 4s.) Springfield, Ill.: Charles 
C Thomas. Oxford: Blackwell Scientific 
Publications. 1960. 


This new American textbook of gynecology is 
large, expensively produced on glossy paper and 
beautifully illustrated. The text is comprehen- 
sive and the chapters dealing with history-taking, 
examination and the psychosomatic aspects of the 
subject are particularly good. 


Closer perusal, however, gives rise to much 
criticism. For a modern textbook it is strangely 
out of date. For example the newer progestogens, 
now available for some years, are only mentioned 
in passing with no biochemical details or indica- 
tions for use or dosage. There is a chapter on 
hermaphroditism but no mention of chromoso- 
mal structure in the various anomalies described. 

The gynecologist is always shown examining 
the patient per vaginam with two fingers, a pro- 
cedure at times necessary but not one which 
should be taught to students for general use. Out- 
of-date operations such as ventrifixation are 
described in detail, while the value of a properly 
performed Manchester-Fothergill operation is 
not appreciated. 


In short this is a magnificently produced book 
which falls down on its text. A thorough revision 
with modernization of sections and some pruning 
could make this a work of real value. 


The Sturge-Weber Syndrome. By G. L. Alexander, 
M.D.(Edin.), F.R.C.S.E., F.R.C.S., and 
R. M. Norman, M.D.(Bristol), M.R.C.P. 
(Pp. vii+95; illustrated. 32s. 6d.) Bristol: 
John Wright & Sons Ltd. 1960. 


This is a beautifully produced monograph on a 
rare, but not unimportant disease, characterized 
by angiomatosis on one side of the upper face 
with a corresponding lesion in the underlying 
leptomeninges. The intracranial angiomatosis 
leads to calcification in adjacent brain tissue with 
consequent epilepsy and mental deterioration. 
Buphthalmos or glaucoma commonly occur. 


The authors review the literature and give a 
detailed survey of 7 cases of their own; radio- 
logical, electroencephalographic, neuropatho- 
logical and ophthalmological. 

Making the right diagnosis of a rare syndrome 
usually benefits the patient no more than the 
naming of a rare moth benefits the insect: the 
Sturge-Weber syndrome is an exception; the 
patients affected can be helped by both surgery 
(lobectomy), and medicine (anticonvulsants), 
depending how early the diagnosis is made. 
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The carefully recorded reports of the results of 
treatment in the authors’ own cases make a valu- 
able contribution to the subject, although they 
are encouraging rather than satisfactory. Any- 
one who treats a patient with this unfortunate 
affliction will find this book an essential guide to 
its better understanding and management. 

Weber himself said that ‘Sturge-Kalischer 
disease” was the right term, and preferred to have 
an antiquarian rather than a clinical link with 
Sturge over the Sturge-Weber Panathenaic 
amphora, which each of them has owned in the 
past, and which now is in a museum in Toronto. 
Sturge, who was born a hundred years ago, died 
over forty years ago, but Dr. Frederick Parkes 
Weber, who survives to-day in his ninety-seventh 
year, must feel touched at the book being dedi- 
cated to him, however reluctantly he has played a 
hemi-eponymous role in its subject. 


A Short Synopsis of Human Protozoology and 
Helminthology. By L. R. S. MacFarlane, 
O.B.E., M.D., M.A., D.P.H. (Pp. vii- 
251; illustrated. 35s.) Edinburgh and 
London: E. & S. Livingstone Ltd. 1960. 

This book is an expansion of notes used at the 
Royal Army Medical College to prepare students 
for the Diploma of Tropical Medicine and 
Hygiene. The pathogenic parasitic protozoa, 
nematodes, trematodes and cestodes which have 
occurred in man are described. Their identifica- 
tion, pathology and clinical manifestations are 
given and treatment is listed. There are excellent 
coloured plates and line drawings. 

The facts are presented very clearly and the 
book forms a very orderly introduction to those 
meeting the subject for the first time. 

Some of the recent advances in parasitology 
are not included. It is, for example, net made 
clear that Wuchereria pacifica has an entirely differ- 
ent set of vectors from those of Wuchereria ban- 
crofti. The adults of W. malayi (which should 
now be called Brugia malayi—though this has 
only been defined since the book was published) 
do not resemble W. bancrofti and the adults of 
Acanthocheilonema streptocerca were described 
some time ago. 

There is no evidence that the microfilarie of 
Onchocerca volvulus are phototropic and the 
relation between eye changes and infection with 
onchocerciasis could be more clearly defined. 
Filarial parasites normally found in animals, 
occurring in the orbit of man are now attributable 
to their appropriate species and their identifica- 
tion as  Dirofilaria conjunctive should be 
abandoned. 

It is unfortunate that such errors occur in a 
book with so clear a presentation. 
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WHEN sreps need to be taken to 
alleviate a troublesome cough 
*Thorpax’ Syrup can be relied 
upon to give speedy and lasting 
relief. At the same time it does not 
adversely affect the cough’s natural 
protective function. 

*Thorpax’ is particularly suitable 
for controlling dry, painful coughs 
associated with colds and other 
infections of the upper respiratory 
tract and for coughs of allergic 
and psychogenic origin, It is well 
tolerated by patients of all ages and 
does not cause sedation, respira- 
tory depression, gastric disturbance 
or constipation. Being non-narcotic 
and non-addictive it is eminently 
suitable for long-term treatment. 
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SOLPRIN. Dissolves in water to form a 
true solution of calcium acetylsalicylate 
(neutral soluble aspirin). 

Clinical evidence produced over a long 
period of years indicates that Solprin is 
unlikely to irritate the gastric mucosa, 
even in the massive dosage prescribed in 
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More rapidly absorbed giving a quicker 
effect. 
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Irritable, suspicious and resentful, she thinks she needs a tonic 
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disguised in a base of the vitamin B complex to counteract 
your patient’s jaded appetite and to promote a feeling of 
well-being. 
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